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(54) HUMAN MONOCLONAL ANTIBODY AGAINST PARATHYROID HORMONE-RELATED PROTEIN 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain (a part of) a human monoclonal antibody against a 
parathyroid hormone- related protein which is completely free from the antigenicity to 
human body, free from side effect and useful for the treatment of hypercalcemia, 
malignant tumor, septicemia, hypophosphatemia or the like since the antibody has 
reactivity with (a part of) the human parathyroid hormone-related protein. 
SOLUTION: This antibody has reactivity with (a part of) a human parathyroid hormone- 
related protein and has a property among (i) suppressive activity on the intracellular 
increase of cAMP accompanied by the stimulation with a parathyroid hormone-related 
protein, (ii) suppressive activity on the release of calcium from bone and (iii) 
suppressive activity on the increase of blood calcium. Further, the human monoclonal 
antibody has reactivity with a partial amino acid sequence of a human parathyroid 
hormone-related protein having an amino acid sequence of either formula I or formula II, 
and a bonding velocity constant Ka and a dissociation velocity constant Kd between the 
antibody and the human parathyroid hormone-related protein are ^1 .Ox 1 03 (l/M.sec) 
and ^1 .Ox 1 0-3 (l/sec), respectively. 
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1 

[#frfil*<D2£ffl] 

ti^(D-^CCSCt«£WT£b £p-:f;USift£ 
fct*^<D-8B. 

[18*312] iSEt b*^ tu--t)ViK&i)K Tie 

(a) (c) ot»-rti^iaasott»*wr*c<t 

*&a&?«tt3B9ll£CEflH>k h*^*n--f;MKf* 
rocAMPOJh»«c»LX«rWttccftfflr* ; 

[111*313] gth*-/^a-tJHnW, TIB 

(a) */c« (b> ©t>r*a^©rs^affi9J£*rr.5 
BcHoatwr 5 c t zmmtrz&sm i iciesso t 

( a ) AVSEHQLLHDKCKSIQDLRRRFFLHHLIAEIHTA ; £tc[t 
( b ) AVSEHQLLHCXCKSIQDLRRRFFLHHLIAEIKTAEIRATo 

C»*3i4 3 igb b*s?u-T)itA&<DJ As#a 
7t)>>?vAf)K IgG2T*4Cit«ti«M* 

;Uta<*£fc«:^<Z>— SB. 

[IS*3I5] Kbht-z^D-til/a**, b hCWfc 
T£Ht*3I 1 75M«*iB4<Z>C>m^(cEaOb 

* p - ^ ;ns* s »*<d— ». 

[W33I6 ] Sth^^^-v^fc: M*9L0b«g 

[18*317 ] Kb h*>^a~^;u!n{*<hb hSWt* 
«R*JU*>B8iS5r>^<^<ba)ttdattS» (ka)^, 

i.ox io 1 cvM.sec)«±a>»fflr c i **$a i r * 
»*«l7iMSD«3H60t»m**«:iaaw>b 

- * )vtm * tc tz*<o— sb„ 

[If*3I8 ] Kb K^a-t«ttib HSMFtt 

JU*>B«E (DMBimjm (kd)#. 
1. 0 X io- J ( VSec)KT(7>affl-C * 5 C £ £ T £ IB 

[it*3I9 ] Kb h*^^n-^Jl/!Stt<f: b hSWtt 
■*^*>BBiS^>/^£©»IBSa (Kd) as, l.o 
x ior ' (B©«TO»ffllr * 6Ci i T Sift** 1 
7bM§it*3I 6 CDC n^CCgfitt© tFt^^D- ^;UPi 

[ifj*3g 1 0 ] lfc*££jaBD£a (ka) tfi % i.oxitf 



(2) ^2000 - 80 1 00 
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Cl/M. sec)«±^»fflr * S C i 41*« <b -T £»** 7 
CCES&Db h^y^D-^jHaftSs/ca*©— SB. 

[19*31 1 1 ] RJB»i*ffiE« (kd)^, l.oxio 
• 4 (VSec)«T©a«r* S C £ £WS £ r SIi*JI 8 
CCfSSgcDb h^e^^P-^JUia(*S/c«^<D— g^c 

[19*31 1 2 ] KKRISfi ( K d ) l.oxior" (M) 

fcTFoaa-c* * c £ £ r &t9*3i 9 (ciaaso b 

^^^a-t JUtni* * ft: tt* CD— 5(5. 

[W**B 1 3 ] KB?i§f^& (Kd) l.oxior* (M) 

Ci9*S 1 4 ] l£&?gf^& (Kd) l.oxio 
■ l9 (M)aT<D^r^5C£^^£t-5IS3)c311 3CC 

[19*311 5 ] Kb h^^^p-^;H5ttt£b hl'J^ 
WB*^*^*^ >^ , ^£<D<**iaS£» (ka) 
i)\ l.oxitf (l/M.Sec)W±coafflr*-&C t«r«F«<S: 
r *I9*JS 2 $ /c«M*31 3 (,c*m<D tKy^D-t 

20 [19*3116] Kb £P-^;l>St{*<tb hlij? 
t^*Jl/*>BBil^>^*^<5:6[))W«iSR3ia (kd) 

i.oxia j (i/SGc)i^T<o»fiir^>^c£^ffl£-r 

6S9*3I 2 $ /c 5*19*31 3 CCiSaSSCD tK^D-til 
[19*311 7 ] Kb *P-^;t,tn#±b hSW 

ox 10- ' (M)«Toaisr^ z> c £ *ead: t -5 gg*^ 2 

* 3 CC§Sfflt<7) tK/^n - ^ JUS** /c« 

-eo— BP. 

30 iwm 1 8 ] att^isssa (ka>#, l.oxio* 
ayM.sec)tLb(Dafl-c*4 c <b *»a± *- *»3WB 1 

[|f*31 1 9 ] Kjg«j$jS5£a (kd)#, 1.0x10 

- 4 cvsec)j&iT©aar * s c <t «r«a £ r 6is*3i 1 

64CiBSgCDb h*>^a— ^jUSi(»*fc«*<D— SB. 
[19*^2 0] KKBBEa(Kd)^ i.oxior'W) 

[16*312 1 ] f&ft?SE£& (Kd) i.oxior»(M) 

40 «T©aa-e*4ci*wa&-r*i»5»i2o«:iaao 

[18*^2 2] WSSlSSSl ( K d ) £*. l.oxio 
' 10 (M)i^T<Dafflr*^C<h«:^84cb-r^ 18*^2 1 (C 
l£$S(Db h*-/^P-^^ta<**/c«^<D-SR. 

[»*312 3 ] b hBW«M*^*>BBil^>^-^* 
SBKiSiEttSrWr^b h^>^P-^;Utt^ 

[11*3124] aton^. t hts*«:i4t&^* 
so taisr**c<t*»air*»*3B2 3«:a2.aBDifflia. 
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CM3WI2 6 ] tttflllfifts. t htt***£T«IK7* 

«n i * & ft* * * O s x p - -7 tun £ £ »<£ L r ff 6 
i-i£;W:T'J K-^r*£C<b£#«±T*»3UI2 3 

tcietsoifffljia. 
«*S2 eccBBttojBiia. 

5WI2 7CCEtt©ffllB. 

[MM0I2 9 ] tttntttf. t hSJEPtt»*^*>Bil 

-i-jvm&conm*^- ft* d na?l < »«osm 

^<DDNA^«Ha*9CCa»AStl*Ci«Cj:0»ing»S 

CIB3R3H3 0] t hni?«IB^4/«>HiIjr>i\^s 
Ztcte-ZCD—^V&^X. SBRSFK*-^FERMBP-6390tr 
- ± MSmm L<&*Rth*y*a- * ;MK# £ HH W 

fctt*©-ff KEl£t4*?tr 4 * ^ * a - ± 

««#tk (a)*fcB(b) ©c^m^ccsenor s 

✓SHEW : 

( a ) E7tf** 4 1 EPJ*9 6 . MPm^ 8 , EM** 
1 0, IH^J#^1 2. E?q&?l 4. I3?IJ#-^1 6, IB 
5U*^ 1 8 , E?U*Sf 2 0 K£fE3*J#^2 2 ttSR 
3^6»«<i*l>rii3^ 1 o©EM**t«:Kt83ft*T 5 

M: Cfett (b) EF'J#^4, E3*J#^6. E?>J#*t 
.8 . 1 0 . EWt 1 2 . E7W-* 1 4 . E3I 

1 6 . E?»J*# 1 8 . K^iJ§^2 OKtfE^J*^ 

tor 5 -/MB««c*Hr»r.- iSi/<«»so7 5/i*i 

$ ^KEJ>Jt*r * C £ ZimtTZ*:s 2 a -t)Ht 
*£fc«-e<D— SB. 

»ccSfStt*wr * * > * o - * ;H/t#£ 
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««#TSe ( a ) 7!>S ( d ) CDl^fi^tfBifcDT 5 s 

wmn : 

(a ) m&m^2 4. E5*J##2 6. E*J«#2 8, 12 
W»-»3 0. E?U§^3 2, E5U#^3 4, EW##3 
6, Efll##3 8, RC«M##4 2rt>6fc4B«>6« 

i ooEWS-^iciatssfi-ST s ^g$ge 

(b) E5U##4 0«cffiJ8Sti5T5 -/KE5U*©r ^ 

10 < c ) E3*J##2 4 , E?'J#-5f 2 6 , ie?'i#-^2 8 . SB 
J»*3 0 . E?iJS# 3 2 . 1B?'J#^ 3 4 . E?'J#^ 3 
6, E?U#-^3 8. RWE5»J*-^4 2*»6tt4»3^eiS 

(d) IE?»J##40«:8Bt8Sti4r5 -/MEWipor 5 
^H#^207^SlO5»B<Dr 5^KE^JCC*S(,»-C, IS 

20 r 5 sm&Jil : *^t?r ^ -/MEW**** c £ *«f» 

-KT*Vi«. DtB«acfJ«H»DDNA3&s % S^V 

7i3l»*^2 2 0C^-rn^(Csat8(Dh 

[M*313 4] Rt h^y ^n-^iUSittOfill^r? 
-KTSVfllia. D««Rc;j««ODNA*«. S^VH 
4.16, auRU3tt&&?Z>ct>S:ft&tTZnnQlll 
30 7!j^iS^JI2 2<DC^*rn^>ccgeigc>t tu-~±)i 

[19*13 5] Rt h-=ty^n-^;i/tS»<3!>B«*=i 
- b'VZVmPSJBz.U 1 J ffl£<DD NAfiK -&^DPKl5SO*J 

c 3ic ^ c t t?*> is*^ i nmzmm z 

[IS*^3 6 ] Rt ^n-7"Jl/tnf*OSiK^3 

3-30. [>TL^a c JH6(CS*L/. fioRt h S >? V. —T)V 

40 ^©Bain-K-rsvMiaa^jatsoDNA^, 
dpkissck j * 3cc ^^-r ^ci a<t r 

175MsS*3l2 2©C»rti*>CCEttOt Y*s?u-j- 

CIS*IM3 7 ] Rt h^^^n-^-^jRtto*i«*:^ 
-KT*V««. D*«K»JJW©DNA*. S^VH 
4.16, cvuSO*JH6CCfi*L, lo^t h^y^n-tii/ 

S ^ DPKISSC^J /c 3CC 4 C £ **5MS £ r 4 llf*JH 

50 )im#&tcl**<D-&. 
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8 3 tmmi 7bSSI#JS2 2 S/c&Sfl^JI 
3 0 7!;MIS*S3 7 ©l>r*l*>CCi2tt©fc h-t^a- 

<*£ *Eiitej«». 

[M3R3I3 9 ] M3ftl2 . Ht^^f 3 > I***! 1 5 TiM 

[»*E4 0 ] »E*«fiE«y^. 

&«*Orfe*{CfflC>64T.SCi€r««<fc-r*«*fli3 9 

[1*3014 1 ] SEXfl^H^. S#;U^Aifiu£(D 
i«K«cm»6*l«Ci*««d:r*Bl5W13 9&ClfiiEO 

[HM&I4 2 3 ttEMtUm^. *jfflB©»IW*fctt 
W»«cm>5tiftCi*W«ir*IIW0I3 9CcifiiS(D 
E3i*iJS«J a 

[1***4 3 3 KEXKxatt**. 

Ji3 9 (ce»®EHfi&w. 

i fcte^ESCCfli l» 6 41 -5 C t * HHR <h T£ 3*3WI 3 9 CC 

[M4QI4 5 ] ttEitttiiMir#. #*a»cc#&r£S 
r sts*^ 3 9 KsetsoEnaafim 

*>il£C £ -TSa^l 3 9KtEflK4>EJK»S 

3 9 K&nv&mma&i. 

CWS0I4 8 3 ttBtttf. ffS. 8*fiEiB. k*a^ 
r ft 5 C £ £4Mt£ T 4 7 CCI EttOEJiEtta 

[tft*3I4 9 3 &EI£*IgS8j#. M^tt0^^f«cc^ 

*m3 9 (.amommim^ 

[SB** 5 0 3 MEBIMUHMs. -ft. M< fcttfil* 

[m*ms 1 3 ttfixtuj&nfts. kmus (sepsis) s 

fc«±*14D6ffilCSffi«aB (SIRS) Oi^»CCfflt»6tia 
C t«rW«ir*«l*fll3 8CCl2ttOEJIttfiKtt. 
[IMqiS 2 3 ttEJCfftftft*** <B V >jHtf ©JftKcc 

jbi > e> ti * c i *#si £ -r ts*^ 3 9 cc leKcoEiiffi 
d9t. 
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timntmttitm] 

[0 00 13 

t>f£lM5>'<? (Parathyroid Hormone-Related Prot 
ein, PTH-related Protein, PTHrP) £ tc[t^<D— StfCC 

^!R**^rtt&EJwaflE!»«:ia-r5. 

[0 00 2 3 

0. Ctl&£ft<DU)l'i<"5J**ji*Z9isZ (calcium 
homeostasis) &Pf^c. C<Dffi#50^«TlC<£TT£ 
t t (Sit) «HCU a!«csoW±#r5i* 

*rt/«*>&c«, r£te32t'*s>D [i<* ,25(oh),d, ] . 

9W«WsfwU*> (Parathyroid Hormone, PTH) . 
^ f- ^>^C/ PTHrP (Parathyroid Hormone-Related Pro 
tein, PTH-related Protein, PTHrP) &£*^^fe{f htl 
h. 

[ooo3] #tt. *(*cD3m«ai£ ut. Remits 

[0 004 3 COi^tt#©'J*f'J ^VVlViyfoisO 
MBO^t (*JftMIB*»6fl!>»{b. RV. *•») CCSi. 
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D. SWttJB*JU*> (PTH) . BWttJRBHa5r>^^ 
(PTHrP) . Jj)lish~>. x-x haVls&WVZZ 

[0 0 0 5 ] HfWI*;^^ (pm) tj)V*>VA> 

thOPTHCJ. 3 l T = /BiB9W^^67'U^D 
(-31--1) <bS!i*^< 8 4T 5 -/HEM (PTH 
(1-84)) 7*6*9. PTH0£ftrS14<Z>*^CC£*+#fc 
flfcStt, ttPTH(l-84)<DN*«iWJ©l-34©«« (PTHC1-3 
4)) CC(Sf#3*lO»£ (Proc. Natl. Acad. Sci . USA. , 
Vol. 68, p. 63, 1971: Endocrinoloqv, Vol.93, p. 134 
9, 1973 ; Peptide and Protein Reviews, Vol.2, p. 20 

9, 1984) . PTH©***>fBitt. #*>nmommmic 

#a-rSFTH/PTHrPS§(* ( PTHRi>*PTHrP{*|^— OSS 

er-r £ i sj ¥ ttt»a> 6 Piwo^iwsitt «c cat a *i, 

ttWftiR*ffijBU #3^6*^^^A4B(|JIL. 
fflBCcfci^TW:. atlJWNBW-CO^^^'jAOIIiRiR* 

^«^«*&3tl5^il/'>^AS*«4>3li£ (Brown. 
E.M., Homeostatic mechanisms regulating extracellu 
lar and intracellular calcium metabolism, in The p 
arathyroids, p. 13, 1994, Raven press, New York) 0 
[0 00 7]»J¥ttB*JU*> (PTH) <fcH«lCMfc 

BJ¥«W*JU*>Riadr>^^ (PTrlrP) T£> 

cc^^af^A^^Ajdiffioaa-rtt, ftajit^Aihff 
■ J^sr * zmzm^tKmfemnMmcmwiT * c <t 

#*D5*VCt>fc. 1941tC*o-C, «ttfl88CC<fc5«Stt 
prHCDjS^tCcfcOiif^;u^^Ajfeffi<©*S3^7niS$*i, p 

1HB1!Wa>?faE*5ffl5c3tl/c (New Engl. J. Med., Vo 
1.225, p. 789, 1941) . 1980¥ttOC*C 0 . *©PTh«*! 
«W PTH<h ttSft 5 # PTWd: [ql— ©3§<*£:fr L r PTrtfl 

*SL I5j3l£*l/c (Proc. Natl. Acad. Sci. USA, Vol. 
80, p. 1454, 1983: 1. Clin. Invest., Vol.72, p. 151 
1, 1983) o 

[0008] t KDPTHrwctt 3 aaor-rv 7* -A 

#SfiEU 1^ 3 67 5/aTO^S^l^^P 
*<**K (-36--1) <t?l#tt<139T5-/MB*J ( PTHr 
PC1-139)) 3fr6*9. ffe(7)2o{3:, a^U7'o^7'f K 
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RC*e-*UC3l#tfc< PTHrP(l-l39> <b <DS2?'JCDC3k 
fcPTHrP(l-14l) £PTHrP(l-l73)r£>£. Efl^. C*l6 

hPTHrPt*. 7-!;^a07 v h£>PTHrP<tiSl>T 5 S&ftB 
FlMWLt^O, &CC1-1117 ^ ^CCfcOTCDtBIs] 
ttJiffi^T^ti (Crit. Rev. Biochem. Mol . Biol., Vo 
1.26, No. 3-4, p. 377, 1991) 0 
10 [0 009] PTHrPO N MS&CDl-lXD T S PTH 
<bifc5j^ifia»HHtt£*nl, ( 8 ®(D7 * -/ ) . 
14-34T $ y»8fl#<DT S ^Mfg?JWPTHpPCC«Faft"C* 

*©*^«fi«PTHOi4-34ra ^KM^oiByctB 

PTHrPCDl-347 S ^^^PTHi i3tC3f|5j— CD^fStt* 

?n*-C£rt>6. PT>irPC0i-34r $ pnJ&mm 
(PTH-like reqion) t^[ttl^> (Endocrine Rev., Vo 
1.12, p. 110, 1991 : Endocrinology, Vol .125, p. 2215, 
1989) o -}5\ 1-347 5 sWtmfrJ: 0 cmWKMDT < s 
20 fflE&lU FTHrrtc^Wr £> 0 FTH<h tB[5]&£^ Sfel^Ci 
^6, PTH-unlike reqion£&¥t*tt£„ S/cB?aiO<b*J 
0. PTHrrtiPTHi^gft^^U, PTH/PTHrPSSffctC 
cn6H*Dl*tt^6. PTHrPttSWttt&* 
Jls*:>ffljB:2>'<? (FTH-relatedprotein, PTH-like p 
rotein, PTHrP) <tm£h.*> £ *> tCfc o tc (Proc. Natl. 
Acad. Sci. USA, Vol.84, p. 5048, 1987: Science, Vo 
1.237, p. 893, 1987: Biochem Biophvs. Res. Comm., V 
01.146, p. 672, 1987: J. Clin. Invest., Vol. 80, p. 18 
03, 1987: Crit. Rev. Biochem. Mol. Biol., Vol.26, 
30 No. 3-4, p. 377, 1991) 0 

[0010] PTHrP«, SttBBtCff^K^^^AJll 

mZtlZmtDV*/*) Aj(llffl*-&8r0fc.*ttH«-C»iB* 
«CPTHrP5^«»l|*3«3tirt^, Ctl*r(05f5S*>6, P 

jo. m. #. **»yi. «u*s, p. # 

40 ft. MM*, mnr. ^S, KVfLB«c£<Dtt«|-CA3R 

[ooi i ] pmproaa*««tt<co^rtt. ^/c^ 

W«C*4»or^S^ PIW/PTHrPSS(ti(D*g^*^ 
£ B Ch$rOff^6, PTOrPl*. PT>«f^ffi. *PHI 

50 ttffffi. TCF-/3«fFffl. K1MBIIPMflm«a>a^Off 
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10 0 12] Ctl6<D9 5. PTWrPCDPTHMIfffflKlOtir 
CC^S^WiSttPTHrTO^JS: < 4 &1-34T 5 

t»r«," PrHrPCl-34){iPTHa-34)4««^fflB"C*0. * 
fcPTHrP(l-34)<J:9fil>$J*?' (flx^, PTHrP(l-84). FT 
HrP(l-lOS). &L>*PTHrP(l-141)fc4') 4fc*flB-C*>6 
(3. Biol. Chem., Vol.264, p. 14806, 1989) . PTHrP 10 
01-34T ^ sMZmtCtt. P7HCl-34)4l5li;< , FTH/PTH 
rRg§f*CC#T h'Ptii < £ 4> 2 O05StMi<&»{a (1- 
6RO'25-34T 5 ^ff fiErS. PTHrraPmfift 

l/-Fi/^7-fe'(AC) ^7^X7* »; ^-HfC (PL 

SUrtt, 1M*>(?*AMP (CAMP) ^»;>Sfcts& 
^7^S/^A©IWRiR*fiit"rS (Crit. Rev. B 
iochem. MoT. Biol., vol. 26, No. 3-4, p. 377, 199 
l) o 20 

Cooi3] — fj. ±j$<dj: *> ecpTHrP*s. &<z>Rvm 

BCC«<M^LT^4#&CC, PTHrP4#ftWM«gS.S 
SO' * JU > •> A t&m&WS 4 (DGCIiItt£^i£T 5 

ffi. SO^ii^S:^»;^^5 1 4PTHrP4CD59iitt(Coc* 

n*, -fiFCcffiasti-cir^. *6 (BfflEJB) ectt. in* 
i£4 fflo#K^ccf^ 5 ##W-e* 

[0014]i (St£H» Kfl^iS^^AjfiLiE 30 
( mal i qnancy-associ ated hypercarcenia (MAH)) 
BBLb U « L tf Jl 6 *l * mmmm&i^m (paraneoplast 
ic syndrome) T$>*>. MttJlis't? AjfilfiEBig-Cftfcll 
I*Dilft>©tt % JER*ttW¥ttt»«te/L3*tt (primary hy 
perparathyroidism (HPO) r& 0»S;tt«tt©*i«* 
fc4'£ 0 — 3u MAHCD^Kl*. jtffttT&OMoMSrC 
£>9, ffljI^t&jS<Dgg^A^OQ3L (quality of lif 

n. low, i^^itstisidttfffo^ttffs 

^J:Ofefe6Sn*Btta>«ttK*ii/^^Ajli3ffi (humo 40 
ral hypercarcemia of malicnancy (HKM) ) "C#>9. ffe 
CDlo«, JS«©#^(DitJS&ffl (Ms*) fcjiOM 
iR^7tj1T^C4 (#«*> #SJS) iCcfc0fefc6$n 
^^Wtt#»«tt«*;U^^AjfiLffi (local osteolytic 
hypercarcenia (LOH)) ~C&£. LOHte. JB^ECSi&'B' 

fiE<D$)9 Q%&< ( N. Enql. 3. Med., Vol.300, 

p. 1377, 1980) , *o±B«wH«rti«ii**«»ia-rs 

PTHrTOf^ffl«Cj:SC4^ia€>^tCSnoo*S (Am. 50 



^BS2 000-80100 
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3. Clin. Pathol., Vol.105, p. 487, 1996) 0 
[0015] ±JE<D#fflCCfiEx.tf. HhMCU2JS<?)*IE« 

•^Aifoffi (L0H4i+wcDia|ffi^J#offipJ) fcB&K-CttSS 

i/c, LOH-rfcHa^ss-rspTwrw&ia^TO 

«r«* i^A(£M««£T £ PT>HrPCC<t JUl/ 
^AifiLffl&i?iET& (Am. 3. Clin. Pathol., Vol.105, 
p. 487, 1996) o PTHrRlS^CCjlSHHMtt. £>6<$>&l§l& 

(». ax. ^sh«. ai. asras) , » 

ft. ISttft. SO'«ATfflJ!Saifil^ (ATL) r 

©fRSfl^C* (N. Enql. 3. Med., Vol.322, p. 1106, 1 
990 ; 3. Clin. Endocrinol. Metab., Vol.73, 1309, 19 
91) . 

[0016] LOHtt. ?Lft. U >^B»ft6*l 

&c4#3K. maj©4feoa«*ffltaoffiBtt#^<D« 

jH4#5S»*ifl|[SKOJ[^ig4$tirt^ 0 C/*»l/tt^6, 

LOHiCfeC^rfe, *©/aHtCPTHrPO|l||-^*«?B*»«C*tl-3 
0*>^ 0 #SIMfCOC^rti. TNF-/3. IL-l^aCFlL-64 
PTHrPCDKI^fcTriS^nrfeO (Am. 3. Hemato 
1., Vol.45, p. 88, 1994) , MiJiVis**) AjfilS^rf^O ^ 

(Ann. Intern. Med., Vol .111, p. 807, 1989, Budayr 
AA<=>) . A«-C«L«Ltfl£«tt*IE«3^fii5>ti, 
OKOJMirX«F;U2/<9Aj|kSE3^jliCO. 5HSO#i£» 
«rttPmrraWl>**#S6ft£ (Cancer Res.. Vol. 
51, p. 3059, 1991) o */c. 9LfiM0jDKft*4*K« 

Jhtlr^C 4^^9StlTC»5 (3. Bone Miner. Re 
S., Vol.7, p. 971, 1992) o ATL«*{Cfci,»r«. tt8 

0%^iS*;usx^Aj|affi^fif#ir54l-t>tir*50, M 

M£.<Dm&± fcffilHTSC t#ft8titt>i C 4#>6. 
ATL<0fi5cBI(D 1 OCCPTHrfWaK M#TSC 4^trB3 M 
rc^5 (Leukemia, Vol.8, p. 1708, 1994) . 
[0017] L0Htoif|«:llHr***cM»(E»4prHrP 

**4«He»«K:i5WSprHrPCO»a»*$. #<c*jc»r» 

CCWl»C4^«^Sfir*J0 (3. Bone Miner. Res., V 
01.7, p. 971, 1992) % ?6tCK- K7^X(CfcW^t 

h<Daatfflliao#IRWtttK»^!aPTHrPK*Cci: 9 K»M 
Sn4C4^«$Stirc*4 (3. Clin. Invest., Vol. 
98, p. 1544, 1996; Cancer Res., Vol.56, p. 4040, 199 
6; @^l¥ffl^^W096/2279O^^IR) . PTHrP4&f)gp 
W-?? (Rheumatoid Arthritis (RA)) SO^ttM 
gpffi (Osteoarthritis (CA)) 4CDraiitttCOt>r:i. R 
AftSRC^GASSOC^TtKDWTS (Synovial fluids) rf 



n 

&C<>. &&!g.<DFrHrP<D&m&&&£tiXi<>& (J. Bone 
Miner. Res., Vol.12, p.S47, 1997) . 

e^fe. mash, wmsat^a^ t*n>\,uY~ 

Orfe«K>K*fctf*?n-CC»* (B*S*$fttfiIB&ra»4- 
228089^^^8) . ±ifi©i:^<cft©#IE*ao*» 
S»<kPTHpP<!:(OMil14©aiS*SCC. PTHrPCC *tf&tn 

[0019] $ *>tc jg (SttJHA) <fc**;i^* Ajfii 
ffi£©ffi«ftM{R. ^OTC-en6<hPTHrP<b<DKIiIttcD 

<O@^l^ffi^^W096/2279C>^^«) o C^VcCfe 

^SCC<££ftifiLffi (sepsis) ^>±#ttiftffijCSffi«l» 
(Systemic Inflammatory Response Syndrome (SIRS)) 

[0020] */c. mte&mic&zntifr^v&fiifco) 
.«*cja6*i*«y >M«> PTHrPowstrcD y >n 

^W098/1338^^R) 0 S6«C % #<!:PH§CCX/;U5^ A 

ec J: 0 $ ti i RMrP<bcDMJS14«:oc >r & pg£ 

^^nt^o, PTXrrtiftc^^^^^wa-r^ 

5S*VCl,»* (ft?Stls£, Vol.68, No. 6, p. 726, 1993; B 
#ft5«£;S£, Vol.14, NO. 2, p.334 t 1996; B*££» 
*3 0@J|lS f p.118, 1997) . 

[0 02 1] ±»©J:5a!S««:j:*«a©}ft3KK:*jc» 
C <h CC <£ *) fESt S ft -5> -7*} y * n JMKfM*^ 



(7) «pH2 0 0 0 - 8 0 1 0 0 
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h * -/ * p - ± >\stK»nv>4$ t h ttWJM&asfeo* ✓ * 

a-^;HS»^»»I6*l-t:t^ (Clin. Chen., Vol.3 

7, No. 10, p.1781, 1991; J. Immunol. Methods, Vol.1 
46, p. 33-42, 1992; Clin. Chem. , Vol.37, No. 5, p. 67 

8, 1991; J. Immunol. Methods, Vol.127, p. 109, 199 
0; 3. Bone Win. Res., Vol.8, No. 7, p. 849, 1993 I 
S»»*5 f 217.89&^^»: HB»»aW^HW097/0431 

10 ta*©ff**>«*Stirc^ OfS#lttHia&rawo98/i 

338S*f£$8) „ b rPTHrPCC*f-r£b h 

[0 02 2] 

FPHrPc^^cD -f > b h p -C(D&fcH<fc -5 c >^i$^e s $ p 
t hffi?L«i«9a*cD^y m# (A 

^^tS*tC^T^!S»^jSi$n^HAM^SjCS (Huma 
30 n Anti-Moiise/Murine Antibody Immune Response) 

cc4ba^r&Ji^^?nfc^y ^a-^^taf*^fa$n 
[0 02 3] CO^0^HAlwftSJ£S^(5«S«ti'SK^ 

t£t£££Ssf|J|& (Canplementarity-deternrininq residu 
e;CDRl, CDR2 , CDR3) *K < ^rcDiB?"J* t h ^ 
O^V>S*©E?IJriB*»ittet hSHtttt* (humani 
zed anitbody. CDR-q rafted antibody) "C&5o 
[0 02 4] L3^L<c**6. CCr><k^3tcite^«8lx.iA 
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^?*C£>0. HAM^fefSl^SifSJfilCDHACAfeSJ^^ (Huma 
n AntiChimeric Antibody Irrmune Response) -£>HAHA& 
JSto^r (Human Anti Humanized Antibody Immune Respon 

se) *^«:^6rs«ssn*. se-^r, Jnf**^^* 

HcoRtt. fil^b h**CD$if* (b hint*) ^ftfeS 
[0025] b HPTHrPCCO^r^. BJfftB*f=H*>T»P 

WDDBSMarogS* (MM, HBffite 
£) . afcCf«Cfft<D«^««?A*A:t*SE« (J&Jfoffi (seps 

is) , (sirs) acxfi y >jni*tt 

[0 02 6] 

11/. Kh7>^x^ 9 ^*7^X(Ct hPTHrPg/cte 

(Nature, Vol.256, p. 495, 1975) &JSl>« C t CC J: 

tt. Rtf»XJRJCtt*> SC^WStt (PT>lrPf&*?W*i 
flSF*9cAMP±^fflI*iJr§&. PTHrPec#W^#^e<DCa«(Ui 

WT6b hPTHrPCC^-f^S^CDb h * ✓ * n-^MK 
*>> *#MI©fc h*-/^o—*-iHft#tt, b hctstrs 

fiaRft**<**r. se*cD^^xs*<DKi*^o^b 
* «c b*s -c * -» & ham*o c «t -5 su auh 4 ^ < zs l, & <, * 

h. 

(1 ) b m¥tt»*^*>Bil3r>/<^*tett*© 
HB«C5fl5tt*irrSt h^e/^P-^Hn^/dJf 

(2) 3£b h^y^a-^Jl/taf*^ TE ( a ) TbM 
(c) ©c>m*>«:E»btt»«rWr*Ci*W»if 
£mjie ( 1 ) <tffiiS(Db h*y?0~^n4nttS*:f*e 

(a) M^^#^>Ba^>^^Cttecj*9«UBA 
roc AMP<D±»cc*tor«WJWecftfflr4 : 



(8) ftffl 2000-80100 
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( b ) WtWim*** * > * M»€c# 5 

( c ) a?ttJR*;u*>Ba*>/^OT»ccf*^ jii*^ 

(3) »t h^^^P-^;ufit(*7>i. TIfi (a ) £fc 

« <b> cDc>m*><or 5 -/MEyiJ*w-r*t hswt* 

Mstwi^Z/BstfrV'^OflSftT £ -^KEWtcSC&tt* 
WT£c££#»£T£iiiiSB ( 1 ) ^latScDb b*s>? 

10 < a ) AVSEKQLLHDKCXSIQDLRRRFFLhMLIAEIHTA ; £ fete 
( b ) AV5EHQLLHDKGKSIQDLRRRFFL*LIAEIHTAEIRAT 0 

(4) Kb h^/^D-tJHJt*O^Ayya^'j> 

^7^, i «G2r**ci*««ir*iirE < 1 ) 

7bM (3) O^rn^ccEttOt h*^^P— ^;WR(* 

(5) Kb h*^*a-±;MKf*#. t h$i*^i4 

§Z < 1 ) TbM (4) <Dt^Ttl^iCgS*g(Dt h*^?n- 
20 *iMRf**fctt*©-». 

(6) H[h^>X^*i^^#thBS«Mlrt«. h=y 
(5) tClStScDb h-t>/^n-^Jl/eii*^/c«^<D- 

(7) sgb h*y ^a-tJUSftit h«?tti*Jl 
*>Bil*>^^<bO*S^aa5E» (ka)ft 1.0x1 

(VM.Sec)ei±<D»0r**C i*»«tr*BE 
( 1 ) 71M (6) ©C*Tti^CCEtS©t h^r/^a-t 

30 (8) Kb h*>>*a-±^iff#<hb M*?ttMwls 
*>B«*>><*<fc ©««»*£» (kd)ft 1.0x1 
a * ( vsec)«T©»flr « * C £ £*Sm<t r 5 DTE 
< 1 ) (6 ) (DC>T*lrt>(CEtt<Dfc h^/^n-t 

(9) Kb h*y^D-^;Ha(*<bb HMMflB** 
*>BiI*»<* <b<DW»^a (Kd)d$. 1.0x10 

m (6) oc»-rn^«csE»©t h-t^^a-^;ns** 

40 (10) ItlS^aigSS (k a ) **. 1.0Xio 4 (VM.S 
ec)Ja±O«0r**Ci*««Ar*IIIE (7) CCIE 

(11) iJ^StoISSa ( k d ) f)K l.oxior * (i/se 

ofeiTo»fflr*sci*«F»i-rs«rE (8) cciett 

(Db h^y^n-^;l/Ci(*is/c{i-e(D-aJo 

(12) BUSIISa (Kd) a&s. i.OXio"CM)WTO 
»fflr**C *WB (9) tclfitJcObh^ 

^ p - 7- ^JSfle* /c«-e<0— SB, 

(13) I^^SIS^ (Kd) 1.0x10- 9 CM) WTO 
50 »fflr**C±*1S«&T*i»B (12) CClBlgOb h 
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* s >? a - + & tct£*<D-m. 

(14) m&m3£& (Kd) aW. i.OXicr"CM>«T 
©»ffir**Ci*««£T*i»8e ( 1 3) CCfatScDfc 
h * y * n - -t ;U!S(*S 

(15) Kt h^y ?P~^;uln*£b HJiptfM* 
^>Mii^>^^<bO*S^iia[^» (k a) 1.0 
xiC ClA1.Sec)Ja±<D»fflT*4Ci^«a<fcrS»ISB 
(2) *fcttlWE (3) CClEKOb h*s?a-T)l>Vi 

(is) h^^p-wjsftib i-mpt*** 
)i>*>M&z^'*#t<om9mg.m& (kd) l 0 
x io- j a/secMT<D&mv$>z c i z&mt-r zmnz 

(2) a/cCiUTfE (3) KKtSOb h^r^^n-^;l/5i 

**fc«-e<7>— as, 

(17) ffcb h-t^^n-t^JSftib hmVttRI* 
^>MJI^>^^<tO«StS» (Kd) l.oxio 

- 7 (M>JaTo»fflr**ci*»»ir*miB (2) a 

(18) ttftteflUXJEtt (ka)^ l.oxio* (VM.s 

ec^ioKflrfticiiftai-rsffifia ( l 5) cc 
ietSOb h*-/^P-^;H35f**fctt*<D— a. ( 1 
9) Wltm&BEM (kd)^ l.OXio- 4 (i/Sec)fcJ 

T©tt«r*4ci*»«<tr*(ina d 6) cceix<z> 

b h^^^n-^jU5tf*^/cCi^(D— Si5 0 (2 0) 

mmtm& (Kd) i.oxior-c^T^ffir^^ 

Ci^SSi-r^mffS ( 1 7) CCl2iS<Db h^y ^p- 
(2 1) (Kd) i.oxio-»(M)«TO 

Mir'&*c<t£^®£^£mFE (20) ccseKOb h 
* y * p - *^f£** 

(2 2) l£*?8tS& (Kd) l.OXior"(M)WT 

oK«r*4c4*»«ir*iriB (2 1 ) ccisigcDb 

h^y^o-t ;u|n* * tc tt-e O— 35o 

(2 3) b hSJ*tt»*JU*>Ha^>^^*/c«-5- 

(2 4) mm**. bhtn*^M*f^ffi^^WT5 

&zc±zifm±TZm& (23) ccie*s©«Baa. 
(25) &h?^xis*~v h«ajm*s. b 

(2 4) tctsmvmm. 

(2 6) ttttU&**. bV£a**j^iT£^£*rr £ 

*r«; K-vr**c±*w«±r*WE (23) «ce 
n<omm 0 

(2 7) Kh^>xs;*i^#bHlMl*^ h 



(9) ^20 00 - 80 1 00 
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(26) *cf2*£(D*fflfl& 0 

(28) KttJffi^. SRflFft #-^FERM BP-6390-eiSSiJ 

stis/wry K-vr*«cA*»»4r*irE (2 

7 ) (CfStSCDffljJS. 

(29) i*JNU8**> b h9J¥tm*^*>|»£*>'< 
^*/ttt*<0— 8B«cS£c:tt*WrSt h^&y *p-^;U 
tS*0*tt%3- KTSD NAgK ^-^O^IS^rj — 

KT^DNAOtim^— ^DNA, */c«^<DD 
N A #tt«8rt 9 A 5 ft £ C £ f C <fc 0 flSBKJft $ ft fc & 

10 WEiftMeia'c**ctt»»ir*ttK (23) ccisjs 

(3 0) b hffl^tt»*Jl/*>B8il^>^"^*/c«-e' 
O— WtcHitttSrflrSb h^y ^a-^jHa**/c« 
-e<D-35r*or, SR&Fft#^FERM BP-6390-CBW«3 

*n*£l<< {itt h*y^a-^;HS*<J:S|JWej«:H— 
Ottl^WT ^th^y^n-t ;Wa*. * /c(i-ecD— 

(3 1) b h«¥«»*JU*>Mj|Jr>^^*3t«* 

»*^^n— ^;u!S*(7)«ttoift«iss^ 
Tie (a) *fc« (b) cDc>*rn^tcffiiscor $ ^Kie 

W: 

(a) ie^j#-^4. ie^j#-^6. kf»j##8 % ie^j§-^ 
1 0 , eai** 1 2 . is^j## 1 4 . ie?us# is. §e 

W»# 1 8 . EJWHt 2 0 2 
^6jK2tl«(r^ma^ 1 ooE?J«{CB»3nS7 S 
/«*07 5 y 8#^2l7!>Sn9#g(D7 5 ygffi 
W : *fc« ( b ) , seyij#-sf 6 , £?J§^ 

30 8 . I2^J#^ 1 0 . iB^J#-^ 1 2 , Ifi^J#-^ 1 4 , ffi^J 
i^l6. E^»J#^ 1 8 % K^J#^2 0SO'E^Jf^2 

t£?n^7i ^Hieytjtp©T $ x^t#-^2i7^Mii9sa 

**/c«^CD-g|5 0 

(3 2) b mi¥«B*^*>Bildr>^^*fctt* 
©— «tcSJ£tt*W-r ^ ^ n -^^tA**/c«^(D 

TE (a ) 7bS (d ) OC»rtl^(CEtt(D7 5 

W: 

(a) ISF»J#-^2 4, EM***2 6. E^J»#2 8. 82 
J'JS^3 0 % IB^J#^3 2, gB^J#-^3 4. E?iJS^3 

VW<D7 5 yK#^207!;^ii7§S(D7 $ ^^ge^J ; 
( b ) I2^J#^ 40CClBK$tl^75 sWSEtWiOT X 
^K#^207^SrL5#gcD7 5 sMM&\ ; 
50 (c)SE^J#^24. i^J#-^ 2 6 , E^J#-^2 8. S5 



(10) 
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?'J#^3 0 . &jmn 3 2 . i2?U#^ 3 4 . IE?iJ#^ 3 
6. SB?'J#-Sf 3 8 . ftOie?U#^4 2^6^^>P^^iM 

ttta£^/cT * ✓MEW : £/ctt 
( d ) i&m^ 4 0 CCEaSStt h T * SWaB&WOT a 

✓H«#207}2ii5»a(DT s ^»ie?»Jtc4»t*r , 1 s 

(3 3) Kb h-t^ ^a— ^jHS»(Dfia«r3- KT 
*VfiB«L D«tt®CM»«QDNA#. &*V3-30. 

DNia^jHeccft^rsci^isatrsroBe < 1 > 
stria (22) ©c»rti*«cieai©b h^^n-^MK 

(3 4) i£b h-=fc-/^D-^jU!S*(DaM*=i-K-r 
£V$ft^ D««tac/J»«ODNA*i, &*VH4.16, 
O^LRC>'JH64Cfi^r^Ci*#ffi[<i:r^B»FlS ( 1 ) 75S 
8912 (2 2) <Dl>ma>Ct!eaW>fc h*^^n-^;Utn 20 

(3 5) Kb h-t^^n— KT 

**T*c<b4tf»£-rsiiirE ( 1 > timbte (22) 

—SB. 

(3 6) Kb h^^^o-t;HS»©l»*3-F1- 
*V««. D««RtfJ««©DNA#. «*V3-30. 

- KtiViiffii^J ««©DNA^ &*dp 30 

pasa^jiciKia^-rscitwai-rsttK < 1 ) 7b 

SWE (2 2) ©t>rfiJ&>CCKfflW>fc b*s*u-i-)\, 

(3 7) §£b h*^^D-^;HSflL©MIS*33- FT 
*V««L D««fttf J«J«©DNA#. &*VH4.16, 

■HI* a- PT«V««ftVJ«4K>DNAa»t. S*dp 
iasavjit3Cc4*-r*ci*i««d:T4«ria ( l ) 7b 

MSuE<2 2) crXr^^CCiaifiCDb Za-i-fr 
in#gfctt-£<D—aS. 40 
(3 8) ME ( 1 ) TiSKBB (22) ^/ctemTIB (3 
0) 7JMBJE (3 7) (Dt^rti^fiCEJBOb b*s?a 

(39) WE < 2 ) . WE ( 3 ) . KTE < 1 5 ) 712 
KIE ( 2 2 ) $ fcttfflE (30) 71SWE (37) (DC* 

(4 0) ttE3S«JiB»*s. M*t«a*il/*>BBiif > 50 



^P8 2 000-80100 
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0?fej»6Cfflt^4l*C<!:%^»ir-SirE (39) ICE 
88<DEiiffl/£1». 

(4 1) REJMfiJtSJ^ iS^^^^AHU£OrfejR(C 
«c»5ti*C&<:19«ir*WE (39) CCgfifiROESjl 
CAM. 

(4 2) ignw, ttttWonHS^amec 

ffil>6ft*C&*«m£T*1fe (3 9) CCEttOBK 

(4 3) ttEKHEJS^. H»¥*^**fcU:JBBtt 
M®ffi<7)te*CCfflC»6ii4Ci*»«<h-r-SB!rE (3 
9 ) CCEflUDBflftAW. 

(4 4) ttEKHJistt^. #^oae»(D«iinji/c^ 

fK(Cfflt»6nsc<!:4#*i-rMS2 (3 9) CCEtt 

(45) HSiflfflW . *«»«: J?fi-r £ &MM(D 

E < 3 9 > 6CEOi(DESI«J3S». 

(46) ttEXMUXft*** »»fr©ll¥tt«*i«> 

c<fc*wa<fcr*roE (3 9) icKM&Mmmi&m. 

(47) KE^*flfiX=B5#, IS^ttcDa^f JBCCl8H"r * 
ffitt<Djfi«6Cffll>6^5C £*mWt?2>m& (39) 
CcEaft&EXttJS&n. 

(4 8) aaa**** mm. wmiies. m^^u^^A 

Ct*»»ir^»K (4 7) (CSsaS©EHI«flt«S. 

(49) J£*tt(D»iWB feasor 

^5A#©3ffi#CC«c»6ti*C<!:€:»»<tr*«rE (3 
9 ) CCiEttOEIIttJS'n. 

(5 0) ttEXIEJ5&n*<» aJHSfctitSWCCfeW 

*«*o*&af«cfflt»8*i*ci*««i-r«i(rE o 

9 ) (CieaK)BMtEA«. 

(5 1) ttEJE&JS^ % Jfcjfiu£ (sepsis) £tcte± 

sm^mfowztim (sirs) ©jfe*ecfflc^n*ci* 
«F»<fr58»E (3 8) laffi.ommim.m. 

(5 2) ttBXfllfi^, fii;>JlUEa)»«cfflc»6 

ftsci««*fcrsmE (39) icKaaBSflUK 
ftp 

[0 02 8] 

**WC*$WS ruffLS^j bK ^5/. -M*. 

^r.&ttU Sf^L<ti. bK 

fcttHBfc*Hr»rr 5 -/»t*Er*te»«c«c»6ti% 
T7^K5&I«T^ (Clv/C) ^Ut/>, (Ala/ 
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A) T7^>. <Val/v) (Leu/L) zi 4 is 

>. (Ile/I) ^VD^», (Ser/S) -fe U > . (Th 
r/T) (Asp/D) 7X/S7f>B. (Clu 

/E) y;U^5>K. (Asn/N) 7^7f>, (Clu/ 
Q) ^';t>**>, (Lvs/K) (Arq/R) 
~> v (Cys/C) yXrO, (Ktet/M) y^*^>. 
(Phe/F) 7x^77^X (Tyr/Y> ^n^> k 
(Trp/W) MJ^h7 7 >. (His/H) t**^>. 
(Pro/P) 7'P './>. 

[0029] *»wr(r*^ rt Md¥tUk^^>nii io 

(Parathyroid hormone- related protein (PTH 
-related protein, PTHrP) ; Parathyroid hormone-like 
protein (PTH-like protein, PTHLP)J t f <Z. M&Utc 

2ttrV*to*««**-r*fc F©aw¥t««+^*>Hit 

(PTHrP) "C*^. b hPTHrPCCte. 3fI^<Dr 
fiCEt*3*l*r S -/MEMOT * /'Kt^ 1 7!>M139CD 

r 5 ^^SB^j^wr^prHrPci-139) % [5jieF>j#-5f i © 

-> (Ala) ifity&ls^ (His) CC{B#£*>-*/cr £ 
HE^JftWT * PTHrPa-141), RO*ISJKyiJ## 1 CDT $ 
-'KS-Sf 1 7!lMl73(DT ^ ^BK?»J*«r5PTHrPCl-17 

hBJ?ttii^*>HJlf >^^eca*3*i* (Cr 

itical Reviews in Biochemistry and Molecular Biolo 
qy. Vol.26, p. 377-395, 1991; Bone Science, fWffc 

fet^wLW&v^tihom&m* tmzm) j . p. 322, 

011.34, 1995, NJIW/S (*ff) ) • 

[0 0 3 0 3 */c. Tb hSWttJK*^* 30 

>BKI*>-**©-«j itt. arEicffi»s*i* rtr 

B¥ttB*M>M*>A^j cor 5 -/BMEW(Offi« 
0»»iB5U**i«l/. At*W4C»575Sl 0 0ffl<DT5 
^«g|S£«-f*b hPTHrP<DSU^K^J, J:0mf*«ICC 
te57*S5 0ffl©T5>'M«S£WT£b hPTHrPCDgfl 
#ER 3 6«Cft»W«c«5 7lrS4 0ffl©TS-/W«a 
tftifc rPTHrTO^E*W^$*t*. »*l/< 

SfrMft (WiltfPTHHM^fl3*»»'r6prHrPa-34)«:$ 
^«R«tt i'^S * <Dritta5(4) £ fete b h PTHrP#-£<Z> 40 

«S(*iis^fL<««fiftfflri«a (PTHrpa-6)^ 

HPTHrroa$»iB?*J-C*5. 

[003 1] *tW5«c««il«. PTH»ffBt««F'r* 
««<t*;i6*l*PrHrP(l-34) (E5*J#^1 CClBK^tl 
*r $ vffiE3*J<Dr S sm&^ 1 7S2'3 4 ) £4>fc< <t 

(ontuif v A]tom&%<Dikmtp-cVitti <* *i * J: 5 ft pt 
HrP(W4) (E7kJS# 1 $ 1 7b^7 4 ) *>p 

THrP(109-138) (E?'J#^ 1 (D7 S^M^ 1 7*Ml38) 50 
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&£2^£*l£ (N. Enql.J. Med., Vol.322, p. 1106, 19 
89) . 2*E>:C. PTHrPte. ArQ37TS!IRf£*SfiS£§tt . Al 

a3srt&*&PTHrP«>gi^3tisci^a6nr*>-«j o. 

Biol. Chem. , Vol. 267, p. 18236, 1992) . *^CC*5 
>y$^€>Ci{Ccfc*3 *»SR««»PnHrPfe 

PrHrTO*PTHHM^€rffi^»^C[>«J|8fc^ 

r— cc&s$*i. uss^i/^^Aiasns 

ilffflB tC M#T £ SRtUc £ 3£ X 6 ft £ FTHrPC75-85) ( Exp . 

Physiol., Vol.75, p. 605, 1990) , TCFjS tJMtffl*^ 
^*4><&<i:*;i6*l*PrHrP(l-36) (J. Clin. Invest., 

Vol.83, p. 1057, 1989) . #CttCPTHrRZ)(D8|5#E7»Jr 
*0««l«iaWIWffffl«WTS*X^*^*^> (oste 
ostatin) czPftfft* PTHrP(i07-lll) SO'^ISfM^*:^ 
*ra«^«#«IWMf¥ra**r*i**64a*l««P^ 

HrP(l07-139) ( Endoc ri nol oqy , Vol.129, p. 3424, 199 
1) ****** 6*1*. 

[0 0 3 2 ] 3 **WCC*JW* TgiJ^^JI^;U^: 

HOd»>^^— (r$y&EFU) ^WT* b h FT 

HrP$/c{i-eo-a5CCSf&t4^WT*RBO. IS^^MO 

*b hPTHrPB*»Sof^o— »ta^3*i*. 

[0033] cct rnmmcfsi— <dt ^ 

T*b rPTHrPf&g{*j KZmmt. ^«^(Db h PTHrP 
**«WCCBI»(D^»W»K*Wr*lB0 . S7$/ 
KEyiJ*0»ffl©r 5 »* U < 55 1 7}M 1 0 ffl© 
r S s& % fttctTZ C < « i M5107 ^ ^M^S 

*, ^ao*/*/cCi««is*iri»*r 5 smg&Stt 
irzzi"<* % mfvcmr $ ^^e^jcc. s^icDr^^ 

R. KP*L<ttl75210«<0TS^». #CC»$b< 
«1 7!iM5<l<7>r ^ y»^fflD$nfc7 5 ^BtE^Jt* 

-r*^>^^^*i**r* 0 ?65c, -e^efc^^g^ x 

[0034] *«?8CC*5W* b h PTHrPti, iliH^fflft 

^Ka*«^»K:*jc»rfti6*i*fi*a©*ffi**c»«-e 
<o««Wffi i^gffi 1 * * c i cc j: 0 Kig-r * c £ * 
*fct n»mrp©a^EW«. »jftr*^ttttNm 
»»cctei»rft6*i*fi»©^rffiA*o»«-t<D«»^fi6 

®tT*C iCC J: 0 «is*r * c t &v # *. 

[0035] #JW!K:*jW* Tb Y*:S>7U-T)l>tK 

>n**>'<*i *wi r-eo-suj ecsj£tt*w-r* 
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( 1 ) 7bM (2 2) £tcl* (3 0 ) JbM ( 3 7) <D^-? 
CX\ r^f@(DT S ^KJ <tli k m&m<DT Z sWL*M> 10 

^^r^yKo^^^ (X*. tttti) 

<DSf5#lfl3^i. ^0<^&^Jtf^ftigA& (Site s 
pecific mutaqenesis) £/§t>T3ti£K: J: 0 ^AT^C 
<b#"C^«?> (Proc. Natl. Acsd. Sci . USA, Vol.81, p. 
5662-5666, 1984> 9 20 

[0036] ccr. ("b h*/ ^a-^jU5x*j £ 
^A^yn^';>^^T^mm (Hifi) OpJS!tl 

igj (Variable reaion) S:0'H^CD^M«i (Constant 
Reqion) &£KK51Sg (Lift) <0«^®^£>X§ftO5E^ 
m®£^ts±XOm®&t h-f A-^n^y F 

-r^ifie^ccfi^f *t ma/ i/D7''j>r^^ l 

«!BOt h*>*n-:^!attK:H:. I gG (IqGl, Iq 
G2, IqG3, IqC4) . I gM 4 I gA (iqM, IqA2), I 

ft£L<l l Z. I sGttcitl firM"C*t), $6 

[0 03 7 ] *^CDh h-^y^D-^-^Ci^ti, m 

*A"e>H«*»<* <^«» % dan. fflus 

fe&lS&ZtctoOm^temn KLH(kevhole 40 

limpet henDcvanin)tc<*f) iO^t^. i&gCCSfcC 
t7P^y l-T^a^OF (Freund's Ad-juvant) 

Uxn-v«|IS) fr%/\j7t) F— ?*SB8IU Bt" 50 
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*> 2 u - > £ is^-r * c £ cc o x mm. $ n h . 

[0038] S 6CCR»WCC«T8e<D <t ^ CC LrHilT 

vtm*)\,*:>Mmz>'<2 m»». 

in/114€:Wtf)*fc«>(Dj8^^K (M*.fi2. K L H(kev 
hole limpet hemocvanin)^ ) iO^S^g? (n>^jL 
y-F) &^fcCX7V<{>YTts*'<>Y <Fr 
eund's Adiuvant) <bi4>5C. g^t^^^^t Ffixi* 

v b'Xy Frt*st*«H»rtcc 1 7iM»@ast-rs^* 

ftflt*>6» 1 7iS 1 4 H^CC 1 7iS 1 0Hft«*ff o 

[003 9] *s9a-1*)ltK{£&fti&-?2>j\j-70 f 
(Nature, Vol.256, p. 495-497, 1975) KO^tUCHI G 

6K»3*i*IHB. y>^gp, #IS*5Ci«Haif. H 

^-y^*/c(*t F*Z>raHflW». J:*9KSL<«-7 

^x, h^/c«b Fccs*rsaa!s»«^se(D& 
[0040] fflwa^fflc^n^axo-^ffljiaiL/ 

Tkt. XD-^ffl]3aP3A63-AC8.653 
(ATCC No. : CRL 1580) . P3/NS1A-Ap4-1 ( N S - 
1 ) . P3A63-AQ8.U1 (P3U1) . SP2/0-Aql4 (Sp2/ 
O. Sp2) . NS0. PAI. F0* 5 1 ^«BW5147, 7vrfi 
*^xn--7210RCY3-Aq.2.3. 4 b b ^ XD --7U-2 
66AR1, GWL500-6TC-A1-2. UC729-6, CEM-ACR. D1R11^> 

-X>^^ n-f ^ij p-7* ( 

[0 04 1] 9\4?i) Y-^frh<D*:S?V-t>i>tn\* 
(Dm&te. "J*?*) F-^*^>tTFo-CJS*LriSfii 
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[0042] $t Mai^w^-; h*-^6t 
sttiifc^cc^ixg n/c f^ 

[0 04 3]S*Siitt(t «iL«. Harnett, MC 
SF104ig«& mm) , EX-CELL620iSta (ffiffi) *4C»«H 

tt. Bifttct&cr, MACAU*, vayka 

E52H) . 5t-f a> ya^ij >*5Aft&t>tt7'ci7- 

[0 04 4] *JMBCc**i*« r*st>a-+)itji&<D— 

AfltfKCttFCab"), , Fab\ Fab . F v 
(variable fragment of antibody) , sFv ( d s F 
v (disulphide stabi 1 i sedFv) £>£i,H£dAb (sinql 
e domain antibody) Z>tl2> (x*.XA- F • :* 

b"~:?f-> • • f--5 b*^— -f* 4 v 9 * J^-rlsy (Exp. 
C0in. Tner. Patents), 3I6#, ^5#. ^441-456 
H. 1996^) o 

[0 04 5] C Ct, rFCab')^ j r F ab'j 
P^r £> £ y' >» £ t4 tJ O W >^r MIT h C £ 

^it^i, t>S?««*©2*©H«IB6C|?iaETS^ 
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*S) iC L (LM£W««) ^ftiL«. &G*V M (H 

> h£&^Fab'<bl^. g G£^:7'^ >r#tfIT 

4 PIS^T*rW»r^tirBul22-0(7)Fab , ^t >>^f 

[0046] *JMB<CMf « r«^SffiEJ» ( k a ) j 

ffiiiStt-r*. r«(taas» <kd> j tit. &mtx 

€>o rft?gt^Sfc (Kd ) j <b«, IS r^stiss^K <k 
d ) j fl*ft r^iig^» ( k a ) j (|tfU*«6 

en^fflr*^. cneo^stti, i$^v>7n-^;Hn 

•fTSCi^tjri^ mjRO»J5E*y hr^^Biacor 

ex (rvi/t^^T^ras) *fcttffl(HcD*^ 

at, i/M.sec VSecftO'M <^l/> ^^»{4€:«r^3 
CH2^*C»lalHIS^rStt*WL/ri>-SC<!:**L. Kd 

fffl^A# o hi £ m it*i«f£i44 w l r ^ c t z . 

[0 0 4 7 ] *«8©t K/ ZU-TfriKmcte. T 
12 < 1 > < 3) CC^^tieir^^kaffl, kdffig 

( 1 ) t HW¥ttl«3fwl/*>|38iI5r>7S^i©3»^ilff 

(ka) ^ 4 l.oxitfd/M.SeOJ^icD^iB. 
L< fctl.oxio 4 (l/M.Sec)«±CDS:«i-C^>'5b F^J^tt 
;U^t >KiE * > ^ it « O— 3Btc SlEtt "T 

(2) b FSf¥ttl»^w^>Hig^>/^iojg(BitS 
£»(kd)^ i.oxi(r J (i/sec)«T. $f$0<{Si. 

0Xi0" 4 (i/Sec)t(T(OS[{B-C^^b FSWttJBt^;l/^> 

o) b tmv^*)i*>m&2>'*?£<oi&&m& 

(Kd)^, i.oxkt' (M)ttT. «*L<tti.Oxio 
" 8 (M)iiiT. L< 5ii.oxicr 9 CM)WT. ^6ic 

L < «i. ox icr 1 9 (M)WT<£>8Mlr ^> -2, b F BWIX 
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[004 8] J: 0 ftftt^Ctt. W*.«. k a ffi(i/M.Se 
c)fcot>Ttt, fti.9xio 4 tl±ot r-*y*n-*-;Hji 
#^tf 6 tl . £ b KHf* ffJK . 9 x io* 75£ifal . 5 
xio s Ob h*-^^D-^;l/fix«c*^f *>n£ 0 kdffl 
(l/Sec) tconrii, ^9.5X10-' «T©t h^sfa- 

i-)im*&mf 6 n . $ 6 tc^a^cc «»6 . ox 10- 6 n 

M^9.5xia'cot h^ey ^o-t;Hn**s¥tf 6n 

IX 10' 1 9 7^^8.4X10" "CDt h-fc^P-'tJl/ffifctf* 

y^n-^;HS*«:Sa-r-5«IJiaj <t«. BJifiLfc** 
^tSo HftWlctt, Tie < 1 ) 75S ( 3 ) <D 

( 1 ) t h FTHrP, -£CD— aJ^/c^igPTHrp^^r^ffl 

-:T;uiS»j££B*ffljia. 

(2) *oj:^«br»6n/c!a«WiEBiBia*waa 

5 x d - vfflj^ifflBaife^ortfen^ mm<o 

(3) &*s?u-±)l&#m&Bmm&tcte*:S#a 30 

£fgu< tast**!!- p-r^iae^cDi^n^-^. 

TiaWDMMZ J&B&tft L Tf# ^ n £ * y * n - 7- ;MR 

© bibbs* fc« (2) ^w^u r--^#jS£-r&^ 
^a-^^isft(Diae^ttiL**jS4r-siBG^iaft 40 

(Nature Genetics, Vol.7 t p. 13-21, 199 
4; Nature Genetics, Vol .15, p. 146-1 56, 1997; $S£t¥ 
4-504 36 5-5f£38 \ 7-50913 7#fi« ; Bigt-{X> 

6«f, ^4o-S5oi, 1 99b^\mmmm 

&HW0 9 4/2 5 5 8 5#^$g ; Nature, Vol.368, 
P.856-S59, 1994 : RCm^VS - 5 0 0 2 3 3^&« 50 
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[0050] (l) v^x^ttYAy^D/';>m 

e^*i«ttW«c^r§14fk3nfc^-^^rr> hv^x^ 
8gT*X?I 0 

(2) v^^rtffitt>c Ay yv?*)^m%&fc?i-m.<D'p 

X£fE»-r£XIS. 

<3) f?SAX£fefef£ (Yeast artificial chromosome, 
yac) ^2$-mfcRm$tiZJ:5te&*&&+iMM 

(4) YA^«crt*$n^*^&^fieT*iBttt«i« 

(5) niB ( 1 ) T^M (4)OA^7-) hv^XRC>' 

wcc^Rgtt^t^n. lot hftffiyo^yvajujae^ 

a©«i«^<!: t«c^^^»a*±{c«*ii*n3fh 
^^*-^^vr>x*fp«rsxa. 

[0 0 5 1 ] Wt&Svtm hv^Xtt. ^Xftffil 

y a x y n -7 y >jaeT-ffioa^«c«ia*^3fctt-e- * 

Htl*?*-?- *tf7-<{7' tU^i/ 3 > (Positive 
Neqative Selection; PNS) <!: 0?f*^n^^^^ffiC > -5 
Ct*r*4 OjH^-rx>X, 5^#, p. 52-62, 199 

4). jj*s?ozr*)>mim&*mom&m*i§teit 

CCtt. «*K, Jfl«^cttCH«(maCuM«) 

Axyn^u>sya <m»«M> ec««w^Rfittft 

tt. MAtf. J««SL<ttC«W0-» % SfcliJM 

[0 05 2 ] h7>Xyx^7^7-)X{t h7>Xy 
* x Kjife(DSiSCc 4b*c » XM&tim 3 n 4 J: 5 <c»ffi 
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>-«ff. »7*. #3 6 1-»4 0 8H. 1 9 9 0^ 

». Wx^, IES:v^xKSfla (blastcvst) iC£3fc-T 
< t ^r^> • y * *y * 

(embryonic stem cell) I£b h -fA/^py>J> 

MKae^ffia^iswa&fatn-Kr* as* 

* /C tt* CD— ^ffiO'CC HPRTjfle^^ff A YAC^ * 

Kfl**ttiB£+-# X rt CEttifi{^h± CC Y > ^ ^ 10 
L — F^tx/cE SffllS*HAT-feU^2/g >z£«c<fc»9a8iJ 

>T5 (Proc. Natl. Acad. Sci . USA, Vol.77, No. 12, 
pp.7380-7384, 1S80; *a«F3t#4 t S73 l 191^ffi> e 

? £ v^X^rff £ 0 gr^f-P (hetenoqeneic) 20 
y>-rJl/CDai'JCCSeor, (homoqeneic) by>Z 

[0 05 3] *!HBCC*l:r« rEHfiJlS^J «. 

». *bm. sjbn. exm. mm. jut 

51 3S»»L ttfiffl. tmw. MRf. *jSQ*#J. ttKff 

mm. tun. mi warn. &mm. m 30 

SL ijy'-bjm. ho-m x»;*saiu»ij, BWH. 

nn^cc a^r 5 c £ j&s-c * -5 . 

[0054 ] t *) towaEWJW©*»^cc«. 0f*.f*£flMfc 

tmvma, £ & * <t 5 tasmt itimmr z> c i cc j: 0 

feUTl koftm&fcO. 1 /iq-100mq©a^r, 40 

strait s^att sswrtftit raert&ft jg^a 

»»fiL *K»SSfi][. «f»ttttfif) £?c«CM (ffl 

few, asftf) 
or**. 

[0 05 5] *ft?8©*y ^a-^;Hn«*SEfc6iEjSffl 50 
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PTHrpcc4gH"r*?j*H4«:*-rsffi^cojei.ft* 

«tt'J»<«L £/S£. ¥ttMB. num. ffBKB. P 

jftsnia. nffitom. naH«ua. #^®*fflts, »k*b 

WIS. jfiLftJRftfBIB&f) #9$tH. 

*5w*aift (woifl. ftnx. . 

(sepsis) , ±*ttlftfflJ£»H«» (SIRS) . ac^fiy 
>lfilffi (fS';>jfiLtt< <gU>iflit4cr^ ^ >DSta 

[0056] $/c. *^Bjcr)t h PTHrPCCSC;144WT 
^;upa>Kfi. 7U>Kp»*. BM21.095 

5. YM-175, CCP42446tt<b'> */cii-eCD**0*?i{Sffi L 

J6lffii***>l4'r : p|». f6«T5CtfeDl(JBr*4. t' 

kqO^tC^0r{^57^M25mq/BOjft^Srff ; 5 C 

[0 05 7] */c, ^n-^Jl/5t(*$/c« 
[005 8 ] iBttBUKCJ: AtfimcttT *> 
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&C tiC J: 91&ftr£& (3. Bone and Mi n. Res., Vo 
1.8, p. 849-860, 1993) . ffl14«»Cf* 5 *SK5C*fT 

fi:^ (^Al(J^ffl) Sttfc*- F^XSCffiPmrP*-/ 

fSHfcSicd: otffll^TSC tie J: OttlW* C 

£ (3. Clin. Invest., Vol.98, p. 1544-1549, 1998; C 
ancer Res., Vol.52, p. 5395-5399,1992 ; 3. Bone Min. 
Res., Vol .8, Suppl.l, No. 92, 1993) . 10 

c o o 5 9 ] aote^c*ft zfemmmz. m^mm 
(D*7)i&m^xmtfi&cj: o mmc&ii? z c <k#r 

#5 (3. Clin. Invest., Vol.98, p. 1544-1549, 199 
6) □ mB 1 )^^^- (Rheumatoid Arthritis) SO'^ 
ttRlffiffi (Osteoarthritis) (Ctt^SfeSKMItt. R« 

-J . 1-2. p. 153-193. 1993, J®JM#f£) . 
[00603 flfclfiLffi (sepsis) £ /clJitttM^S 
J£R (SIRS) «C*fr*?e«J8!l*tt. fnPTTHrP^r^D-- 2 0 

M6n^(5;';>iftJEtc^-r^^j®^m«. PTHrPg^b 
S-Sfc*- Kv^X6CfiiPTHrP ! ey^a--^-;l/!ntt4!9: 

H9W098A338&9&fH) o 
[0 06 1] 

[0 06 2 ] t HS**th^>X5/x- 9 

£ h 7>Xvx^7 v^^485!JBL/Ac (Nature Genet 
ics, Vol.7, p. 13-21, 1994; Nature Genetics, Vol.1 
5, p. 146-156, 1997; «F*^4-504365^fi« : 8«?7- 
50913?^£«; 0^^X>X, ^40^5 
01, 1 9 95?;@|£ttJIS£&3W09 4/2 5 58 5 
"^kfR ; Nature, Vol .368, p. 856-359, 1994 ; 
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[006 3] XttM2 b r PTHrP»^-7> KCDIM 
< 2-l> b h PT>irP(l-34)-KLHCDI$i4 
b hP r THrP£DN^Sl-34<Die?IJ ( PTHrP(l-34). £?fyg^ 
1CDT^>/K#-^ 17^^3 4, ^*>K!BWr (H) ) 

: = 3 >^^^'-^3>Mffi?S (5ml (O.IMDI^S, 0.9M 
ONaCl, P H4.7) 4UC3.2mg±*5J:5«CSi»> iKLH 
(keyhole limpet hemocvanin. 20mq/2ml Hi 0, b'T — X 
(PIERCE)a«) *B*1U EDC (l-Ethyl-3-(3-dimet 
hylaminopropvl)carbochimide, 35mq) £:Sn£.> Mfi&V 

(K?gr3[pl3gtt (300mir3B$[yj. 600mlT'15fcffyL 500m 
TC2BHB) U y>BHB««ri5fe^L. PTHrP(l-34)-K 
LH=3>v^y- h (2.7ma/ml) iffltUtc. mhtitcP 
TrlrP(l-34)-KLH«:aa<D|{tt««:a^*b hSlf*g£^ 

[0064)<2-2> bh PTHrP(l-39)-Cys^LH©«» 
b h P r THrPCDl-39CDie^J ( FTHrP(l-39). |g^J#-^ 1 CDT 
S 1 75M3 9 ) OC5Rtt(Ci/^^^ >*f5jjns 

t^cI^jFTHrP(l-39)-Cys ( 5mq, FVF9EH? 

(IS) ) *, »;>K«S5« (Unl) K**U 
Kr§t$ltKLH (lOmq/ml. PIERCEttKJ) ^rttlx, Sffl"C3. 

THrP(l-39)-Cvs-KLH3>S?ay- r (l.65ma/ml) ^:S^ 
f#6n/cPTHrP(l-39)-Cys-KLH€:^aiCr)||^ 

cc^^b hViW&^^^<o9sss&mc^htm 

[0065] HJtgffl3 b hPTHrrtC^r^b h^y^ 

if, i99i?) *«csfieKsti*i^tt— «awrfficcfie 

^-emmutc. JfeS^<bLr<Db hPTHrrti, HMW2 
r-|SS! L< /c PTHrP(l-34)-KLHS /ciiPTHrP(l-39)-Cys-KLH 

IqG2/A:b hftgya^»;>^i*«t hK^j^h 

[0066] b hiii(*g* F7>^x^7 ^^^7X 
(3025) CD^^CC, PTWrP(l-34)-KLH (50/2&/25) 
^, ^^^n-Y> F7i/a^> h (Complete Freund's 
Adiuvant) tth^CV y b'^y Frta**T-5 C i tCcfc 0 

fijia (ob) *j$o/c. »ii5i*ffl*^ i iam««ci5iiajs[ 

K/^ Fl*9afttCJ:0 4ll«±iifinftffiL/. 

aHfl(CPTHrP(l-34) (50M&/2E) ^f5]^C ItftSl 
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5 X D — "7" P3/X63-AC8 . 653 <ATCC No. : CRL15S 

o) <b5 : lrs^u K^awtoT* u^ui^y 

rJ-jU4000£?c«:# UX^ U> ^ 'J n-;H500 ( Boehri 
nqer MannheimttIS) *m>TMJISai!^£i*6C £CC<fc 

(Oi^m\t. lOMD^^B&jejfiirff (Fetal Calf Serum, F 
CS) <fcT 5 -/ 7>y>£^WT£HAT^WEX-CELL6 
20-HSFigife (JRH BiosciencettK) r*g§T<5 C <b CC 
<fc9t7ofc 0 Rt hPTHrPt h-=t-/^o-^;Hfi**jS 

[oo67] mmm4 t h^^^P-^^nn^^^ 

«T«ca^4 4«B(DELiSA«cj:»). bhfegya^'J 
>mm (hi*) RO'b hM^a^U>@»lic^. 
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^a->',2$a£a->£a*>T : 1A12. 12A7, 1B3. IB 
4. 4B4. 5B12. 1CL 1CLL 5C5, 102. 2D10. 15D9, 5E 
6, 16E12. 2F8. 11F11. 13F7. 1C7, 2G4, 3G4. 4G4, 16 
C5, RO'l5H7 e CCt, *n->i6G5fi* k fftgBm&ffitC 
fcl >r PTHrP(l-39)-Cys-KLH£&!g-r *> C <h iCcfc *) f# 6 

-Pt^l/Co 1D5^O'1011(J, f£i£<E>ELISACC 

^tni* ID5&fc hPTHrP(l-34) CC#»WfcV 
^ X y ^ n - 9 , IDU« t h PTHrP(37-6 

7) KWRffrtcv* ;H/tf*r*£ (Cli 
n. Chem., Vol.37, No. 10, p. 1781, 1991; J. Immunol. 
Methods, Vol.146, p. 33-42, 1992; Clin. Chem., Vo 
1.37, No. 5, p. 678, 1991; J. Immunol. Methods, Vol. 
127, p. 109, 1990) . ID5&t>'lDll<i: fcCC, f&^CDELISA 

[0068] 
C*l ] 



CIS) i$gfj2 000-80100 
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ai 
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hIgH(Fc)0^m 

<«*»«) 


WgL< 

(***) 


N-Bio-PTHiP(l-34) 
BStt 
I <S**BUE) 


C- Bio-PTHrP( 1 -3 9)-Cys 

(«*»«) 


lis j \ ly/sjug/raij 
(**r>*t47*J>MHI') 






359"*- 1 730 


700—1640 


IB3 


1508 


4.00 


1707 


1712 


12A7-1 


1638 


3.68 


1485 


1870 


12A7-8 


1253 


3.89 


1002 


1391 


12A7-9 


1360 


3.83 


1133 


1423 


1B3-1 


1218 


3.71 


1133 


1483 


1B3-6 


^ 1176 


3.96 


1186 


1411 


IB3-9 


u_ 1223 


3.68 


1135 


1385 


1B4-7 


1189 


3.86 


1147 


1546 


1B4-10 


1155 


3.81 


1155 


1462 


1 1F1 1 


1078 


3.14 


685 


1252 1 


1C1 


1162 


3.62 


1267 


1340 


2D10 


1192 


3.94 


1271 


1331 


15D9 


1124 


3.46 


1184 


1353 


3G4 


1122 


4.11 


1279 


1357 


! 2F8 


1162, 1135 


3.81, 3.91 


1282, 1316 


1371, 1457 


4B4 


1133 


4.09 


1256 


1438 


15H7 


1133 


4.00 


1375 ! 


1450 


XD2 


1138 


3.87 


1366 


1480 


icn-6 


1081 


3.20 


1286 


1452 



[0069] 



C*2] 



C19) 



Wffl2 000-80100 
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m2 
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WgH(Fc)<D*£& 


MgLU )CD^ft 


N-Bio-PTHiP(l-34) 


C-Bio-FTHrPd -39>Cvs 


iUj (Luung/nu) 


448-2371 


0.04-0.05 


389-1730 


700—1640 


LCI 1-12 


1 1 18 


3.38 


1275 


1461 


1C1-3 


139! 


3.75 


1761 


1750 


1C1-13 


2348 


| 3.14 


1996 


2135 


15D9-13 


1640 


3.83 


1640 


1704 


15D9-9 


1454 


3.81 


1518 


1644 1 


15D9-2 


1634 


3.48 


1521 


1633 


2G4 


1 *7^A 

1760 


3.89 


1550 


1629 


5B12 


1 /**■© 




1576 


1689 


16E12 


178"* 


1 QA 

,>.y<* 


J6J7 


1645 | 


4G4-I4 


1667 


4.00 


1630 


1734 


1A12 


1405 


4.00 


1559 


1688 


1G7 


1394 


4.00 


1355 


1595 


16E12-5 


1424 


4.00 


1515 


1604 


3G4-9 


1472 


4.00 


1585 


1342 


16E12-11 


1478 


4.00 


1619 


1712 


3G4-3 


1427 


4.00 


1554 


1666 


3G4-7 


1501 


4.00 


1738 


1795 


1G7-1 


1231 


4.20 


1298 


1498 


16E12-6 


971 


4.00 


1252 


1340 


1G7-16 


960 


4.00 


1139 ! 


1314 



[0 070] -en^CDrtCD l-3©;\-f^'J K-^^d- 
*SSBK^^X^XISSfBW5!»fCCSfgSi€L/c (BR 

Slt#-^FERM BP-6390) „ 
[0 07 1 ] <4-l> t h^$>/n^»J>mij| (iqH) 

t hPTHrP(l-34)i^^';Uy (OVA, isV^ttSk) L 
H4^3>i? a y- h (t h PTHrP(l-34)-0/A ; 25—5 
0/iq/ml, 50M 1/^7 ELISAffl 967^*7-/ i'PT'U 

-h (SUMILONttSJ) <D&V*)UCfi[\z.. ^.UV28$m 40 
-O + a^-f-t. k hPTHrP(l-34)-OVA^v-f ^ny' 
hCC»*Sttfc. o.OSXTween 

2oftWv>BB»WiK (PBS-T)r3gliJfe»« k -s^xA/Cc 

^>^5S££ (ioomI. 0.5%^>ifcit7>>U:7's > 
(BSA) £^TT £PBS-T> %ftIiLSa-Cl.5RfH-<>* 
a^-hl, k hPTHrP(l-34)^AriM&^OTl>&l,>g& 

/Co COcfc^CCl<T\ g^? xJU£k b PTHrP(l-34)-CVA 

[0 0 7 2 ] £^xJUC, S^OVW^'J K--7<D*g§ 50 



S^xJi/*. pbs-tt 3® a6»ofc. »<,>t\ k*^> 

(Biotin) raabfc+^lSt HqG(Fc)fii(* (EY Labo 
ratories*±S?) £PBS-Tri,00Crf§<C#£^ l,/c?&$ < 50/u 

•^-hl/c 7^>7P7'l/-h?: 4 PBS-TC 3 
& 2irt^M ! £l l £§tf PBS^^ 

U7l7t^>-/3-//7^h^>^t' (Streptoavidi 
n-£-qalactosidase. 50Ml/^xJk Cibco BRLttK) 

fc. 

[0073] 7^^D7'U-h^. PBS-rC4Iel#fc# 
ft, S^^fti* (lOOnMDNaCL lirMCDMqCl,, lOrrttfD 'J 
>&*£ffj& (NaSO'K^r^W) , BS^(0mo/ml)) (pH7. 
0) T*^L/c5mq/ml©4 -^^-^a;^* V )l 
& hv'F ( 4-Methyl -umbel 1 i f ervl -/3 -D 
-qalactoside. IQOu x SiqmattSa) £&^x 

xJUC. 2ME>Na»C0 s (21.2q/200ml, 50ul/<5 * 
ttlX, J£l££ittf)/c. &g460nm (JEJ& : 355rm) t'O^ 



(20) 
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(Labsvs terns/* 0:£}±I!i) VM'S.Ltc. fcfc. *fBBCD 
jftb hfmrttS ^U-^JUfi&iLT. bhPTHrP(l-3 
4) iC^^v^X^y Za-TJlin&l D5 (lOOnq 
/ml) (Clin. Chem., Vol.37, No. 10, p. 1781, 1991; 
J. Immunol. Methods, Vol.146, p. 33-42, 1992 ; Clin. 

Chem., Vol.37, No. 5, p. 678, 1991; J. Immunol. Met 
hods, Vol.127, p. 109, 1990) ^BSCDf^ 

ic^^r^, t'*^>tnatnf*£ lx. b'*^>siai* 

■ttW) £SH>/c. 
[007 4 ] <4-2> b hft«^D7''J>ga[/c (iqL 

b hFmrP(i-34)i^-^';U^ ^ > (OVA, S'^ttH) £ 
^^^^3>i/ay- h (b h FTHrP(l-34)-CVA ; 1.25 
Mf/^xil/) ELIS^967\-rY^n^U- h (Nunc 
-Immuno Plate, P ^'No. #439454) <D-§0 x ;UCjlD 
X. Sa-C2B*IH ^>+a^-hl, PTHrP(l-34)^:'7 

(resyciftfreL &Ox;uc:/p ^>y« 20 
^ (200/21, o.53CVA*ft*rr*ttfB«) ^JnjxSST 

2BSPtlH>**^- hU b h PTOrP(l-34)-CVA#i&& 
Lri^l^fi^r^n vZLtc. £Ox;U3r, O.O550CDT 
ween20£^WT£^ >^flf« ( PBS, 200 v 1) t?3@ 
$i&Ltc. C<D£*>lCLX. g.OxJL>£b r PTHrPCl-3 

CO 0 7 5 ] -SOxJUC. &*<D'W 7'J K-vcd^S 

±« <5o/ii) 2B$iajsj£si*/ca. &oxji> 

Sr. 0.05«DTween20*SW^ay>Bai«« (20042 1) 30 
f3i i5fc#Lfc 0 ^C^-C, §0 xJUCt. jftBKtlHR <P 
eroxidase) r«aifctfffit HqjcCttt (l f O0O(S« 
R 50/2 I/O xik PRDTQSttl?. *7*PyNo.726) £ 

0.05amyeen20*S*'r4y>B«»«T?3@ 

>$3gfS?g(pH5.0 t 50ml) v t^h7x-U>i/7^> 
(O-Phenylenedi amine, OPO; 20mq) , 305&a&ft7k^7K 
(15/ii) ) £&Ox;Utftix. S»T-C2 0#fBW> 

^a^H/Zc. 40 

CO 0 7 6 3 :Xl>r. 2*mm (50ul) £§0x;ucfln 

ft>vOo^-'J-^ (Labsvstems/AB^f± 
*f) r»JffiU/c. fr*>\ *tfflR(OfiLbhPmrPt^^a- 
^Hafcil/T. b h PTHrP(l-34) KlSg&Jfc V 0** 
^P-^JUtaftl D5 (lOOnq/ml) (Clin. Chem., V 
ol.37 f No. 10, P.17S1, 1991; J. Immunol. Methods, V 
01.146, p. 33-42, 1992; Clin. Chem., Vol.37, No. 5, 
p. 678, 1991; 3. Immunol. Methods, Vol.127, p. 109, 

1590) zmwc **fjH©s»cc*jc^r«. 2XtKtet so 
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OX. -^^ta^OXlqActnf^ (Southern Biotechnology 
tt«) «rfflt»fc. 

C 0 0 7 7 ] < 4-3> N-Bio-PTHrP^JSOfc: b h PTHrP 

7>BtafBfKr««?Lfc-t» i KCtt rIqG(Fc)Jn# (2.4a 
q/ml, 50/il/0x;U,0r^anon TeknikatlSlO ELISA 
^96^-7^ ^U7V- h (NuncttH) OSOxiUvCJjn 
X.. ffiST2ll*iai hU ^CithloCCF 

fclir. 0.05XTween2(J&W (PBS-T)r30 
ft#f£. -SOx^KC^D^^>y|^ (200/21, 0.5%O 

^jtoj*9Tiu^$ > (bsa) £^rr£PBs--n £Jox.ms 

r2B$BJW>*^- hU *¥fllb hlqG(Fc)fitf*# 

IS^brufc^gwa^yp ? ^ b/c. 

CO 0 7 8 ] &Ox;U£ % PBS-T (0.055£DTween20^a 
W-r*'J>BM*»SL 200/2 1) U3m&t»Ltc m COJ: 
£0*;U4i~«afc H IqC(Fc)!n(* 

S±?fS (50/21) ^ftjx, ^ST"C2B#Pfljgje$if /c 
S^xJ^, pbs-tT3Ih1 ft#U/c. 

(N5fc) ^rtr^^> (Biotin) rSISLfcb h PT 
HrP(l-34) (tIT. N-Bio-FWP(l-34)<if*t"£^^& 
h 9 Peninsula LaboratoriesttK) <DZ?a y 
*f^SS (lOOnq/ml, 50/zl/Ox;L/) ^r. SOx;UCC^J0 

C007 9 3 >^;*-%-i/3 ><£>f£. 7^a7'L- 
h€r. PBS-TT3@a?*a. 2fl*TOMqCl, fcSfr^D ? * 
> ^«S|T10 , OOOfgCCftiR (,/c^hU7'F7^>-|3 
-tf^iP h > (Streptoavidin-/3-qalactosidas 
e 5 0 yl/^xik Cibco BRLtti?) £&0x;U CC)JD 

- b & . PBS-TC 3 . ( lOOmMEDNaC 

1. lmM7)Mqa lv lOmMO U >»««?£( NaR^K^:^ 
W) > BSA(lmq/ml)) (pH7.0) "C#^L//c5mq/ml04 - 
y^;t--0>-< , ;^x >;;U-/S-D-^^i7 h5> K (4 
-Wethvl -umbel liferyU/3 -Q-qalactoside, 100/2 1/0 
x;k SicmattSJ!) %«0*^CC»DA. MMTV2 Oft 

^^>+a^-hl/c. SOxJKC. 2WONa a CO l (21.2 
q/200ml. 50/2 I/O x )l) ZMz.. S^lh^/c 0 ffifi 

460nm (BtitS: 355nm) rCD^7fe«S^r^;U^ n > 
"7 -f ^P7'U- h 'J-y- (Labsvstems/^:B*f±K) 
"Cii'J^l//Co ^cfe, ftMOtKt bFTHrFt/ 

Vi&tLX. b hPTHrP(l-34) (C1#^&<]Aj:-7 0 X -=& ^ ^ 
C3-^;U5iftl D5 (I00nq/ml) (Clin. Chen., Vol.3 

7, No. 10, p. 1781, 1991; j. Immunol. Methods, Vol.1 
46, p. 33-42, 1992 ; Clin. Chem., Vol.37, No. 5, p. 67 

8, 1991; 3. Immunol. Methods, Vol.127, p. 109, 199 

o) zm^tc. **im<D&mictei,>xte. =3-^>>/ 

tnfc±LX % -^=^!n-7 0XIqC(Fc)!A(* (Orqanon Tokni 
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kattK) **H>fc. 

[0 080] <4_4> C-Bio-PTHrP*fflli/ct: h PTHrP 
^IS3^^<4-3>-Cf£fl3L/fcN-Bi0-FTHrP(l-34) OK 
r*ffl2aU/cC-Bio-PTHrP(l-39)-Cvs ( CysC£>SH8£/rLr 

frien35fif?ii<4-3>iiajatcLr?f ofc. 

[0 081] KfcPJ 5 SEXSlottOHBB 
SJIfi^ttW<4-2>{C*J(r*'CSt»Alt H FTHrPCl-34)-0VA 10 
Stf *=FjR t h iq* m*V>R 0 CC . §^bF PTHCl-34) 

S3 



t*M2 0 0 0 - 8 0 1 0 0 
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*e) «IRelisa£cJ:0. Me%tMrAfe&*0'W:/iJ 
<Dfc hPTWCXXHl£1S*«tWt/fc. <c*>\ tttJKDfcab 

O/c^+'tSt hiq/ctS<*<7>R0CcH»*'tSfc rIqH(Fc)Si 

n<Dt rtat r PTHrP*/ *U-*JMK#fc % t r PTHrP 
©*Ktt»ttftRlfctt**U b hPTrKC«Sj£tt*W 

[0082 ] 
[*3] 









h PTHrP 


fc: rPTH 




Z h PTHrP 


£ hPTH 


IB3 


4.00 


0.125 


1C11-12 


4.00 


0.112 


12A7-1 


! 4.183 


| Q.t21 


1C1-3 


4.00 


0.154 


12A7-8 


4.00 


| 0.087 


1C1-13 


4.00 


0.108 


12A7-9 


4.078 


0.109 


15D9-13 


4.128 


0.122 


1B3-1 


4.00 


! 0.078 


15D9-9 


4.00 


0.1 2£ 


IB3-6 


4.00 


0.111 


15D9-2 


4.00 


0.118 


IB3-9 


4.00 


0.079 


2G4 


4.00 


0.154 


LB4-7 


4.00 


0.165 


5B12 


4.197 


0.137 


1B4-10 


4.00 


0.114 


16E12 


4.195 


0.166 


UFll 


4.00 


0.118 


1A12 


4.00 


0.134 


ICI 


4.00 


0.107 


1G7 


4.00 


0.135 


2D10 


4.00 


0.123 


16E12-5 


4.00 


0.161 ! 


15D9 


4.00 


0.106 


3G4-9 


4.00 


0.105 


3G4 


4,00 


0.091 


16E12-11 


4.00 


0.165 


2F8 


4.00 


0.098 


3G4-3 


4.00 


0.137 


4B4 


4.00 


0.106 


3G4-7 


4.00 


0.146 


15H7 


4.00 


0.124 


1G7-1 


4.00 


0.174 ! 


1D2 


4.00 


0.155 


16E12-6 


4.00 


0.131 


1 CI 1-6 


4.00 


0.111 


1G7-16 


4.00 


0.114 



[008 31^6 */^O-^;Ha»<0»» - -?<DVi&m£.m ( uq/ml) ^^4fC^b/c 0 

tmvj^xha&mcm^ztc&tc. ^M4r^# ioo84] 

i 
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(22) 
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I 


\fi g/m 1 ) 


IB3 


7.5 


1C11-12 


9.3 


I2A7-1 


27.8 


1C1-3 


22.2 


12A7-8 


t2.7 


1C1-13 


4.5 


12A7-9 


31.6 


15D9-13 


7.8 


IB3-1 


16.7 


15D9-9 


9.3 


1B3-6 


45.0 


15D9-2 


6.3 ; 


1B3-9 


10.7 


2G4 


30.3 


1B4-7 


16.3 


3B12 


26.7 


IB4-1U 


30.7 


16E12 


44.8 


1 1FI 1 


3.4 


1AI2 




1C1 


7.6 


1G7 


33.5 j 


2D10 


17.5 


16E12-5 


51.1 


I5D9 


5.5 


3G4-9 


22.2 


3G4 


9.6 


16E12-11 


53.8 


2F8 


23.7 


3G4-3 


48.7 


4B4 


30.8 


3G4-7 


40.6 


I5H7 


24.9 


1G7-1 


12.1 | 


ir>2 


67.9 


16E12-6 


36.1 


IC11-6 


5, 


1G7-16 


13.0 



[008 5 ] 10#DtfS/»iajfo» (Fetal Calf Serun, 
FCS) iT^7ry>^T5HAT^WEX-CEL 
L-620-HSFlgttfe (JRH 8i osci encettSg ) *T^U/c^& 
**<D'^<<zry F --?<Dtgm±in (30~40ml/50ml^ A - 
7) £fln*.. ( 20mVtf>KH, PO« , 180mMtf)Na,HP 30 

a^O*154mMCDNaa, pH7.6) SfeC^CCjH^X ^' □ ^ Y > A 

(rProtein A Fast Flow, 0.2ml, IcfMMM. : 35mq/ml 

y;k :7 T ;u-7>>t1±S> *flu*.. isTir 5 B*lflHMFr 

ein A(C^#^if/c 0 «.^(D^»-^*a^»)lt (3,000 
rpm, 10#) L//fcSL «*±fi«r»r, »ffi?K (20mMGDN 
aPi, l50nM©NaCl f pH6.0) (10ml) £8SJl]U 
»*«cd**i*^^iac*«BW3i*3fc. i§<i>#8t (3,000 

rpm, 10#) L,/c&. it>l>±?B ( ^Io#tf?gtfJ£ ft-Cl> 
&) (20mMCDNaPi, lSOmMCDNaCl , pH6. 40 

0) (10ml) *«flllLfc«. ZWCMfofM <3,000rpm, 

&C^ffi$ (20mVtf>NaPi, l50rrME>NaCl , pH6.0) ( 0.65m 

1) Z2\3l1mZ.m%}Ltd&. l.Un^J ?n**-7't l C& 

CO 08 6 ] -S^7(D7^^Df a-7(COlit, fcTFCD 

*ffr&17iS3igm>. fc Flab ^PTHrf*e-/*^--'^• 
Mrtftotta!«J^:#fc. ft«<Dv-f*p**-:/*an> 

(I4 t 000rpm f 2#) U ±« *gffi*8«« 
(77mWDNa I HPO, . 67rrWO^X>^ t lSOmMCDNaCl , pH3. 50 



8) (0.9ml) SrfflA. {Rft«3 6iCj*^»d (l400rpm, 
SWiffi (SOOmWDNajHPQ, , 50mKt7)KHj PO< . pH8.7) (0.1 

mi^fc«o.2mi> wc&Aummmftz&tco wztitc 
[0 08 7] mmm7 t Fiat hprn r p^y^o-^ 

ftmLXT7=~ls- Yist^-M (AC)^7^X7* 

■;^-fc*c (plc) 3&KSffcL«»i«iatt©«»jR%R 
wr*ff«. ztcmrnvtey-i vzamp (cam 

P) ^»J>Sfffi*ffiitU*^^^AOWRiR*lEitrS 
iC^flFffl^^Stf 6*l<5 (Crit. Rev. Biochem. Mol . B 
iol. ( Vol.26, No. 3-4, p. 377, 1991) . cAMPCS. MIS 

%<Dmm (mi s y-b>i/ + -~) iiaiartccearsa 

[0 08 8]*i^r(l BJE"Cf#te«^(Z)t Flat F 
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Istc. ZC%*5 is^JLfafe (FCS) ^WRPMI1640*£tffc£^tr 
24y\W ?n2J2-~7is - htC^ r^M*QJ!2t*UM 
R106 (ATCC CRL-1661) ( 1 X 10 4 f!/ ^ x ;l> ) ^JfilL 

3aifflS»ofc. s^*;u*RPhtti64oeiftrat»L//t 

<gt$RPMI1640tgtft (PFMI^OigtftlOOml^iC, 0.1% 
^isMM'Tfr? $ > (BSA) *rl00ma lntlCDlBMK (cAMP 
^HnHRn«flF^«Wr&. S/yvtt«) *22.2mq£^ 

t hPTHrP (lOnq/ml) EtO'^^t htab h PT 
HrP*^?U-^;Uin{£ (0.3, 1.0£/c5*5.0jiQ/ml> £ 
^10%FCS^WRPMIX640tgife ( PTHrPi in&fitflQ L 

-cmuTimmom&m* o.5mi/^x;u) ccsaau 37 

MttLX. 3wH&m*^t*95%Z-Z/->l> (0.25mV^ 

StIhUKU l.SmlW ^n^-^K&ALfc. S±« 
1f>^'il/*Jg*»3'fr/c». cAMP&fcHEIA* v h (Amersha 

[0089] l^hOt hint h pn\rFes?a--f)l 
ttf*£^$Tt hPTHrP(l-34)CO^*$WS«6*fflt»r 

^(Otnt: hPTHrP^^^P-^JUtnftiUr, t h PTHrP 
(1-34) ^^^A^-e^^^^^n-^^f*! D5 

(tfis^j 7a > h 3feCfCCb hP™rP(37-67) 

6C«pSWtt-7^x*y^a-^jHa«l D 1 1 
^3>ha-iL') (Gin. Chem., Vol.37, No. 10. p. 
1781, 1991; J. Immunol . Methods, Vol.146, p. 33-42, 

1992 ; Clin. Chem., Vol.37, No. 5, p. 678, 1991; J. 
Immunol. Methods, Vol.127, p. 109, 1990) £8K>/c. 
&m*m 1 71SH8 ICiRUIt. 

[0 09 0] C©B»«*^6. OTftOOt hSit hPT 
HrPty^a-^Jbgtti*, PTHrPtSffWJfflJISrtcAMPtDi 
MtttCCiWL. t hPTHriWf^*WBW«:»Wr 

[0 09 1] %ftffll8 t h!St hFTUrMry^P-^ 
MSttCC <fc * PTHrPtS#W#»lR©«IW 

%. *cc*jc*-ctt»»»iia«:fPSLr (#3MB«B«cj:£ 
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9#niRffffl<:WLrc^ (Brown, E.M. , Hcmeostatic 
mechanisms reoulatinq extracellularand intracellu 
lar calcium metabolism, in The parathyroids, p. 19, 
1994, Raven press, New York) . *K8J"C« 4 SifldT 
» /ci^Ot httt h PTHrP^r^ ^n-^-;Utti*CD. t 

£. PTHrP(R??W*#«^ 

10 [009 2] ftfMl 5BB<Z>ICR^X (4-8E/IS 

ft <50aC1/E> ££TtS:-5L*:. S^6 7B«. «r 

ec-jbSftfe (cibco brl&K) *r24B*imWJg«Lfc. 
igt4*f#r. t hpmrroN5fctti-34©KJ>j (pth 

rP(l-34). S5^'J#^ 1 <DT S ^ 1 T^jg 3 4. ^ 

^KW5£3f («> ) (I0nq/ml) 3fetfCCS*Ofc Hat 
hPnirFey ^n-^;UCi(* (o.i, l.o, io£fcfrJiooa 

q/ml) SrStfBG-JbJgife (Cibco BRLttlS) ZMZ-^mU 
20 fc. 40$Rfl0ig§i&> StlSilHj^Ot hPTHrP(l-34) 

&tft htSt hPTHrP^y t>u-+)im&*^tsmi&tc 
SOUL. 3 6CC4«IB«»bfc. BSift. £Jfc*£t>'9l 
U»* (2Ntt[ttr60-C24«IB«i«Ur»WLfc) 

[0093] t^ftKDt hint hPTHrP*S*a-+)\, 

HROffib hPTHrP^ey 0*C\ t h PTHrP 

30 (1-34) fc1S«tt&^x*y*a-*jUiSf*l D5 
<#S^«# hn-JU) &c>'ftt hPTHrP(37-67) 

^3>FO-^) (Clin. Chem., Vol.37, No. 10, p. 
1781, 1991; 3. Immunol. Methods, Vol.146, p. 33-42, 
1992 ; Clin. Chem., Vol.37, No. 5, p. 678, 1991; 3. 
Immunol. Methods, Vol.127, p. 109, 1990) ZRiDtc. 

ST51n*?*a[ (IQo) **5«C7RLfc. 
[0094] 
40 [315] 



45 



(24) 



8fB2 0 0 0 

46 



8 0 10 0 





I C 50 g/m 1 ) 


IDS foVW^m-JtO 


0.2-1.0 


2F8-10-3 


1 


1C1-3 


2 


1B3-9-16 


3 


I5H7-8-3 


3 


16E12-6 


3 


5B12-16-12 


3 


4B4-6-21 


4 


3G4-3 


4 


2G4-12-20 


8 


1B4-10-13 


1 1 



( k d ) &Vt,cmmj£& ( K d ) rfflScDtlS^ y b 
r#>5BiacoreX (r^t A7 7 ^v^rttS!) 

JfcffdrfESbfcb hPTHrP(l-39)-Cys£/Bl>ft:. Sx/^O 

a$txrc^*;u^^^^^;i/f r +^ (cm) a*s 30 

39^VS(DisXT J J^K^bM (SH 

[0 09 6] htCf^fa^^n— feJH (Row Cell 
1) CC V O.OlMOHEPES&ffijfc (O.lSMCDNaCl, 3mMZ>ECFTA 
SO'0.005%©#Mr§tt?PJP20^^Wo PH7.4) £5ul/# 
rtfEU 100ul(D0.05M NHS (N-Hydroxvsuccinimide) 
/0.2M EDC (^Ethyl-N--(clirnethvlaniinoprop/l)carbcxl 
iimido) &miML. ? ^®tcJ$?S£ tlTl> 

^CMo^ju^^^^s^rgttfk^^Co 100 40 

/i1CD80rrW PDEA (2-(2-pyritf nyltf thio)ethaneanrine) 
/0.1^*^®*g3jj£ (pH8.5) ZmiML. SHS<E>®££ 
SWSSsS^zSAOfco 8Ml<E>luq/ml b h Pf 

HrP(l-39)-Cys/l0mM S^g?^ F »J (pH5.0) 

£8SJjnT£C <tCt<£0 b r PTHrPci-^-cys^-fe^it- 



^^tHSfti^c. mmitztitct hPTHrPci-39)-c v 

sCDSti. 45RU (resonance unit) Xhr>tc a &*>\ * 
®£<E>SSg&2. 100a 1<7)50itM X^t^ Y >/lM NaCl/0. 

im *w h «;^A^fij^ (pH4.3) zmti\-rzc±ic£ 

[0097] V Vr U>^<b LrcD^ D--feJl/2 (Flow 
Cell 2) C*. b h PTHrP(l-39)-Cvs<Dftt3 KllCi/Xf-J 

-fe^tC. V>g?^f»?g^30iil/^<D«iI-CffiL, buISH 

b h^y^U-^^tai* (20~-60aq/ml, 60m1) £/c 

&rFie*ti^ ^ ? p - ^ ^ o tc 0 

<^U->>2FS-l0-3. 1C1-3, 1B3-9-16, 15H7-3-3. 1 
6E12-6, 5B12-16-12. 484-6-21. 2G4-12-20, &£>'1B4-1 
0-13 

<#M?lft>b hPTHrP(l-34) CC^W^V^X^&y^ 
D5 (Gin. Chem. , Vol .37, No. 10, p.i 
781, 1991; J. Irrmunol. Methods, Vol.146, p. 33-42, 
1992: Clin. Chem., Vol.37, No. 5, p. 678, 1991; 3. I 
rrmunol. Methods, Vol .127 , p. 109, 1990) 

wet*. &^m2frm&ufmmi sftmznm&frt 

^ACD^-^CCS^^. hCCMRSO^V^ h (BI 

Aevaluation3.l) . M^ilgSS (ka) . ft? 

SSilSSS ( k d ) &^KR|£tt (K d ) *WHLfc. 

[0098] 
CSI6] 
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(25) 
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k a 

! (l/MSec) 


k d 

(1/Sec) 


Kd 
(M) 


ID5 (a>HJ-*) 


5.1 X10 4 


4.4 XIO" 3 


8.6X10" 10 


2F8-10-3 


5.3 XIO 4 


6.0 X 10"^ 


1.1X10' 10 


1C1-3 


A 

4.0 X 10 


7.1X10" 6 


1.8X10" 10 


1B3-9-16 


4.4X 10 4 


2.6X10' 5 


5.9X10" 10 


15H7-8-3 


1.9 XIO 4 


1.6 XIO 5 


8.4X10 10 


16E12-6 


2.9 XIO 4 


2.2X10' 5 


7.6X10" 10 


5B12-16-12 


6.4X10 4 


1.7X10' 5 


2.7X10" 10 


4B4-6-21 


1.5X 10 5 


9.5 XIO" 3 


6.3X10" 10 


2G4- 12-20 


7.8 XIO 4 


2.1 XIO" 3 


2.7X10" 10 


1B4-10-13 


5.OX10 4 


1.3X10" 5 


2.6X10* 10 



&m (Heavy Chain) <DfJ%£ffiM&* - K"T £cDNAlE 

v k-- 7 (^*#j5xitf*fflfla) zigmm. m&&mu. 

iXmntBiRU. sa!^epo-ivA+Rr^<Dffltti^*r-80 
°CT'<$??G/c. <>\4?y K--^n->>i5H7-s- 30 

3, 16E12-6. 1B3-9-16, 1B4-10-13. 1C1-3. 2F8-10-3, 
2G4-12-20. 3C4-3. 4B4-6-2!L RO'5B12-16-12« 

[0100] &*<E>/W:/y K-^6OP0ivA*Rhw<D 

fiSffi. ffi£?l* v rff|5CDFastTrack2.0kit(INvT7R0CEN^) 

MMi§mWffi& (Lysis Buffer) ICjgSSU FOLYTRDNCC 

-T>*a^ — ^3>L/)fca. 01iqo(cfO cellulose^JJD 
X-^lB^Pfl^^CC^^L/c. #t,>-C, Oliqo(cfT) cellu 
lose£gfc#g. PolyA'f^ ^Ellutrion BufferrigM^ 40 
■tffcc i8HiLfctolvA*RM£x£y-jU^3^ 20*i 1 
OTris-EOTAH«««:»KLfc. f#6nrcPDlyA+RNA^r§ 

a*. 26onffl©afir<o»j6it*afjsr5ci«cj:9» 

^Ofc* ff 6tl/cPolyA*RNA^^<t L. rt?|g(DMaratho 
n cDNA Amplification Kit (CLOWTEOW £flK>fcRACE 

-pcr&cc ct o St £cc J: 0 cdna* -S&Ltc ( r jae^W f S 

*5K»ttf6?f, p.13-15) o EP^. S^O^^yj K — 

1st strand cDNA&tf2nd strand cDMA^rlH^C^^L/c, 50 



;l/ 3 - Jbiifecxw: >? a a * ;u a * fl§ c * T & * fl^o ffl fcb 

*-cm (ie?>j#^43) {cajs$^/c. ffe>n/cDNA5^ 

[0101] S^CDPCRffi«5€:T^/n-xy;b«aacltt 
r#IBU DNA*lMXOfc. ?#6fl/c-&^7(DcDNACD^S 
IfiF'jOy^*, rPSRCDDyeTerminator Cycle Sequencinq 
FS Kit (PE-Applied Biosystemst^) Rc>'PRiai377 DMA 
Sequencer ( PE-Applied Biosystensii ) £^1>"C?t -> 
/Co #i£^JifcS<D/ce60Sequencinq Primer'^ 

6CC, f#64lfci5?U*>6a^cCSequencinq Primer^fE 

^t^^n-t ;Utn{*cDfiifl<D dIKM« * 3 - K T 
^cDN^^J, a«[ (Light Chain) ORjXMQfcCrieS 

[0102] <^n->i5H7-S-3> 

DNAiS^'J : 3 (J/yt;lEW : 

17^^57, V««:tt»#587JM35L NMH : JftX 
*^3527b2354. D««: 3557!y^369. NM^C : 370PJ 
^373, J mm : 3747!)M429) 

r^sms&i : m*m^2 4 {u^r^mn : r 

#^ 1 ^^19. HJ^IiiS : r ^ y ^#^207^^117* S 
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( mm *i&m®j& vmnmm > 

D N A IfiJ'J : g^J#-^ 3 ( ^ 91- ^E?'J : *t S#^f 

#^f36075S397. C^:igmgF#39375M717) 
T ^ ^ISE^J : EWS^4 (S/yt^EW :7^S! 
1 75^20. aJSE«« : T £ -/B»^2l75Mll9*£ 

to) 

<^P->16E12-6> 

(■Monism) 

D N AE?'J : EM#-9 2 5 ( *> ^ ^E?»J : 10 
1 75^57. Vfflg : «S»^5875M35i. NAM : ifiS 

#-Sf35275S354. D8B«: 35575S369. N«« : 37075 

M373, J ggiS : 37475 ^429) 

T ^ ^SSe^J : E?J»^2 6 ( ^^;Hey»J : T ^ 
1 75S19, : T 5 ^ IS#^2075SrL7*^ 

to) 

D N AE9U : E?'J#-^ 5 ( is MEfr\ : J£g§^| 
1 VM*Uc : &^#-^6i75M359, J fgigg : Jfig 

3607^397, C&M ■ &S#^39875^717) 20 

r z smmn : i^'J#-^6 <^y*n«M : r $ 
#^ 1 75^20. oJS!«Jg( : T a ^KS#2i7^^rL9^# 
to) 

<^D— >lB3-9-16> 

D N A iejlj : E3W#-s» 2 7 ( ^ #1* MB&\ : 
175M57, V««: M»*5*71M35l, NMtt : OS 

*S|35275M354 % D®^: 35575M369, N«« : 37075 

M373, J : 37475M429) 

7 S >»E5« : E?U#^t2 8 : 7 5 Sffl 30 

to) 

( «ro ^wm.am.nmm ) 

D N A E3*J : E7U#-^ 7 ( > y * : 
1 75M60, Vflltt : £S#-^6l75^359, J SI® : £S 
#-^36075^397, CWM ■ &2#-5y39875S717) 

r s : e?«j§-^8 :r*sm 

1 75M20, nBE«« : T ^ xg®-£|2i75Mii93:^ 

to) 

<^a->lB4-10-13> 40 

D N A B3I : KW*9 2 9 ( 2/ * ^ ;1/E5U : J&S#-Sf 
1 75M57, VVM : &g#-^5875M35:L NMtt : 

#^35275^354. D««: 35571S369, N«« : 37075 
M373. J fa® : 37475^429) 

7 * yBE?»J : iS?'J#-^3 0 ( S/^Jl/EM :7$y^ 
#^ 1 75M19, oj^m^ : T ^ y&#*f2075Mll7£^ 
to) 

«l«l©aISMi«!aWE»««l) 

D N A E9»J : EFUS-Sf 9 ( is 9 T MEM : 50 
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1 75M60, V«« : &S#-*l6i75M359. JM:{ki 
#^36075^397. C««| : i£S#^3987bM7l7) 
T $ ^Kie^J : E^J#-^ 1 0 (ist?T)l&?\l : Tism 
1 75M20. oJ^pI^ : T $ ^^#-^2175^119^:^ 

<*D->lCl-3> 

DNAK^iJ : ie^ij#^3 1 (istfT)l>&m : 

1 75M57, V«« : 587553 51. NrI^ : *SS 

S-^35275^354. D^iS : 35575M369, : 37075 

M373. J gg*S : 37475^429) 

7 $ -/KE5« : EM»^3 2 ( :r>yi 
#^ 1 75M1S. nJ^S|« : T 5 ^§$#^-2075^117^^ 
t?) 

( BM0^MJtfRO%»<m ) 
DNAi2^J : IE^J#-^ 1 3 (^^JUffiM : 
1 75^60. : JSg##6U5M359. J : ffiS 

§-^36075M397. C$liS : ^SS^39875M717) 

r ^ /m&\ : ie^J#-^ 1 4 < f y-t^m^i :r$.sm 

1 75^20, oJ^M^ : T S ^^#-^2175^119*^ 

to) 

<^P->2F8-10-3> 

(SIR0)«JXM«) 

DNAE^J : E?>J»-93 3 (^^;U^J : 
1 75^57. VJgiS : tt»*#5875M35i. Ni« : «1 
#^35275^354. D«B«: 35575S369. N8g« : 37075 
S373. J mm : 37475^429) 

T $ -/MBW : f&mm 4 ( ^y^Jl/EW : T S sM 
&n 1 75^19. pJ^M^ : T ^ ^KS^2075Mii7^# 
to) 

DNAE^J : 1 1 (U9+ME9\ : *£S#-^ 

1 75M60. VgiS : ^S#^6i75M359. J : 
#^36075M397 V CJgiS: aS#-^39875S7i7) 
T ^ ^KE^J : E^J#^ 12(5/ y^-^EJy : T S 
#^ 1 75M20. njmm® : T ^ y ^#-^2175^119^^ 

to) 

<57d->2G4-12-20> 

(Si^pigiM^) 

DNAEJ9 : EM«3 5 {*s?i-)lB9l : 
1 75M57. V«g^c : ttM-95875£35l. NfiM : *SS 
##35275M354. D$I^: 35575^369. N»«: 37075 
M373. -JM: 37475^429) 

r $ y^E^J : E9U#^3 6 ( utf+MSm ■ T * s& 
1 7^^19. bJS!«« : T 5 yi£#-5f2075^117*# 

to) 

( mm ^mmtvisftim > 

D N A EF»J : E^J#-^ 15 ( > y ^ ;UE?<J : 
175^60. V«H«: «SS#6l75M359. J «M : ttS 
#^36075^397. C»«:SS#^39875^717) 
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r % s&mw : is (i/ ?i-)i>mm \ t % sm 

#~ 1 75S20. BJ^Jglgj : 7 5 ^#^217^119^ 

D N A I^J : iH^iJ#-^ 3 7 ( ^ y ;HB5U : 
1 75^57. VtM : ttS*V50!r£3Sl. Nffi« : £S 

#^35275^354. D«JU: 3557iS369. N«« : 37075 

^373, J gB*g : 37475M429) 

7 5^»EJ»J : ie?«J#^3 8 (J/^trt«JIJ :7;/S 10 
#^ 1 75^19. nJS«« : T 5 >>Bfflr-St20753gll7*£ 
to) 

«i«oBix««awE»««) 
d n a iey« : §e?«j#-^ 17 (x^t ;HB JtJ : 

175M60. V««: *&S#^t6l75S359. J 0M : ifig 
#^3607!?M397. : 39375^717) 

T 5 ^i^ig^J : EW#-Sf 1 8 ( : T 5 y|§ 

#^ 1 75^20. ammm ■ r = yffi*-5f2Ub^n9£s 

< ^ P - > 4B4-6-21> 20 

DNAIB^J : I25ll#-5f 3 9 : fiS*-^ 

1 75M57. V«« : 5875^347. N®^ : fig 

#^34875^349. 0ffi4i: 35075M356. N«M : 357. 
J : 35875^417) 

T 5 yKIB^J : EM*#4 0 ( ix^;bE5U : 7 $ >> K 
•» 1 75^19, ane«i« : 7 ^ 2075^ 11 5*^ 

to) 

D N Aie^J : g^)J#^ 19 (•> ^^;U|E^J : «S#^f 30 
1 75M60. V$gi£ : *SS#-5f 6U5M359. J mm : £fi 
•#36071^397, C«*:ttH»»3987JS7l7> 

*^ 1 75M20. BJXffilgt : 7 $ ^#^-217^119*^ 
to) 

<£a->5B12-16-12> 

(Sii<Dpja«a«) 

D N A IS^iJ : EyUfW 4 1 (->^t : i£g#-5f 
1 75M57. VmW : JMHHM875S351, NBM : i&S 
S^3527bM354. D^«: 35575^369. Nffl« : 37075 40 
^373. J mm : 37475^429) 

T $ ✓MEM : ie^'J#^4 2 :7$/S 
#^ 1 75M19, pIXMM : T 5 ^1*^2075^117*^ 
to) 

DNAie^j : $&m j ^2 1 (istf+fcgSffil : 
175M60. VMi^ : «S#^6UbS359. JBM:ttS 
#^3607!?S397, C®*£ : *S*#-^39S75M717) 
T S ^StE?iJ : 2 ( Sf^JlC^J : T S ^g! 

1 75^20. ammW : T £ y^r-^2175^119*^ 50 
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i to) 

C0103] ikfcZtltc&KDDNAE&qzmtC. itfc 
i 1 ie?MV7h^x7-^t>t ) Tanlinson^CC^t 

7^7V-V BASE Sequence (Inwunol. Todav, Vol.1 
6, No. 5, p. 237-242, 1995) *ft*Lfc. 
«(V«WCOCir«, *0->4B4-6-2l£|$< 9 
>#|5j— <DV,*#jt> hV3-3^6««3tl-Ct>/c. ^7 
n->4B4-6-21«. -fe>/>> Fv4.ia^6«flE3tirc* 
fc. StfDftMSCO^Ti*. ^C2->4B4-6-21*^< 9 

^a->4B4-e-2K^ ■fe^^>hD«^6»)a6 3ti 

rc^c *tRj««ccoc»r-» % l o ^a->^r^is] 
Cc^x,>T}3\ 1 0 ^a->^r^l^— «tyy> h 

DPKi5^€>»aE3tirt^c. a«3««i«coc*r{3:. 1 o 
s*a-±jiVi#<Dmm%^- K-rsci>wiB5»jec« % te 

SBJSii J S^OraCC NSJig (N-addltion) ^f(,t^ 
/c. 

[0104] Xt&9«l 1 $i#77^>hF(ab , ) 1 S 
O'Fab<Dil0S 

q/ml) *. 20raM©»»^ b >) * <UtmiBL (pH3.5) CCftJ 
X., 3TCX'30frm-<l'lr~'<- b-TZ. WSft 
^Uls (1ml. b7X}il!) ^JjDit. n-^-^-r 
lHE3-tfttdi63rcri2Bpm^> + a^- hT6o J^CS 
fS€r@l|Xl/. a^SI (3,000rpm. lOflftfi) 0. ±ff* 

7*n^Y>A*7A+^h ( AmershamfiSS) CD 

^9fCjg-&|*fBiK^ttl*. jS'C^SB (3,000rpm. 10>>r^) 
U ±ft*EliRT5o 2leIOji/C>»gtripl*l/fc±fg* 

F-U">A*J0^rpH8.9K:iHa»-S. ttiBdSff«. IS 

/d^. ms&mmm (5 mi) r2Hist»o. ?§a^n* 
(2L pH6.s) r^w (4 -a 24B*Rm -r^ 

[0105] S^&S»H©fc«>t Ka*5/T'<*-/ h 
t?^A (/Wt7'; Ktt«) ^rfflt^r. «a«*^n7 
^77^ - (HPLC) ^f^. SWCCj:0f#6fi-5 
S^*. I^t Ka*5^T^5f-f h^77A^J0l/, 5 m 
MOi;>l!«ffiiK* 1 5»IBi*l//c». 5mM-0.4Nt0«; 
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L/. FCab'^tfit^BtHiRra. fS<E>*i/c#iIj£'J 
>«ttmWL (2L> riStfr (4'C. 24B5fffl> L. *cS>7 

■aisiesttfctft. »i>»(t«c j: o±a*a«T4. 

tr-x er*tt«) ccflp*. ?SHi«*iaiRr 

CO?§tBi££. F(ab') 2 ftftt-r*. 10 
[0106] HftWl 2 tat h PTHrPt h^>>*p- 
*vH»tt6C J: £ RHrPB«ttiS*7 JU2^ ^ Ajfiifficrrj&jKJ» 
* 

5#«MXfEJB*Wl/ri>5 (Brown, E.M. , Haneostatic 
mechanisms regulating extracellularand intracellu 

Tar calcium metabolism, in The parathyroids, p. 19, 20 
1994, Raven press, New York) . L£*Ltt£S&, mifc 

TS RHrPCCcfc 0 US L l« I $1&C 3 tl ^ffi^ftc^ttiU 
#Jl/5^AjJiffi<0J:5tt: t iS^J^PTHrTO^i^, 

m>7<Dt. hlat F PiHrrt / ^ D - 1 JHS*©» 
r>Ajfitffl<D^aa**, PTHrP^S^T^CiCC^OA 

[0107] -I^JtS^/cIE^CRJ ICR^X ( 5iS 30 

ft. at. *j3ooe. a***--ji'Xy^H±i!) <d&* 

-T^CiKlcfcO 1 0EToCC»5Ktl//t. ifil*^;U>/^ 
AfflRtt, 634^gQ&Ca , VPHT^^>rif-^:^^r^ 

£>S*CC V b h!at hPTHrF&^^P-^;U6i8: (2F8-1 
0-3. IB 3- 9-16, 15H7-8-3. 5KL2-16-12£L < tt4B4-6-2 
lCOOm^. »«: 3. lC^b<«30mq/kg) . 
PittttMi bT<D-v"5x£it hPTHrP^y ^a-^-JUta 
(*1 D5 (?fig : 1 *fc«3mq/kq) ifMRrtft-^U 40 
SfcfC^CDfiMftCCt hPTHrP(DN^ai-34(D^lJ ( FTHrP 
(1-34). ie^J»#l<DT5y»#^17!FM3 4. 

(St) ) (O.l^q/booV) *£T&#b/c. SEP 

l>tc. &*>\ WE4BlttCCLrTIB(D»JBII»«rtfo 

/Co 

( 1 ) M$Mfc*»6 3 B*nftec y >StiSfDifff ^f^MrtSa: 

( 2 ) iRjESiflL^^ 3 B$na<c y >m»E5?K«»ie*iiK so 
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-€-Ofi|[»ftCBSrSBPTHrP (0.1/z q/body) ^J^TIS^ 

#6W©i»rti©t hint r pmrtts? a- ^Ctf* 

[0 108] ^tSWl 3 Sit hPTHrPfc h^e^a- 
iUttflrtc J: 5 »8ia&1£.«1» * ^ ^ $ a jfiLffioteH 

am 

>T Lfi* 0 «Ji 6 41 * OttlStftfiEftff ( para 
neoplastic syndrome) £ b'C(2.1H4i5#JUi'^ Aifcfil 
(maliqnancy-associated hypercarcemia (MAH) ) 

^J:f5tfc6dn4BttO«ttW*ib^'jAjliii£ (humo 
ral hypercarcemia of maliqnancv (HhM)) £. HIHO 
»^©iBJ*«H (#IE«) (cJ:0-i-©^jLitTSC<t 

BWl'S^ AjfiLffi (local osteolytic hypercarcemia 
(loh)) icttMZtiZo lohC*. «©EZ8<c#?g»ccS^ 

ii»^*^r5pmrps&saw©»K« (#jgw) 

^JU^^Ajfilffi©fi9 0%3fi< ^rtS^ (N. Enql. J. Me 
d. f Vol.300, p.1377, 1980) . *<O^W*W&faW\* 
WMtfifMW *> PTHrPOfffliCC J: ^> c t tm 6*HC $ tl 
00#>£ (An. J. Clin. Pathol., Vol.105, p. 487, 19 
96) . PrHrf^£Kcfc5HHM&i. 6^>^iffli®tC^/c5^ 

awjcfec>"cji6ti*3w. ^ccm^±ss (». ait. 
mm. KVjSATtDiaejikjR (atd 

(N. Enql. J. Med., Vol.322, p. 1106, 1990; 3. Cli 
n. Endocrinol. Metab., Vol.73, 1309, 1991) 0 

[0109] *s»rtt, mrid-cf#fc^i^cot htnt h 

Aifius (mah) cofea^m^r. mmmm&£.mc&m? 

r^fJL//c, BALB/C-nuV^7^ (4iSg&, fit. 5 7 1 ; 
17E Q*^urS«) co^&^cc, thPWiga 

fefeHBIStfcHOSO (Hasina Rifat6. S54a B#JB3^*£ 
#IE*, p. 349. 1995. ^O'^CHasina Rifat€>. ^55lH 
B#ffi¥£iU£Zdm> p.184. 1996) t. fi6XiO»fflJK/ 
headCDigg*C«§ffic:c:4>(CST^filb/Co tBIBfr^U 
Lr*»€)tt47iM5 *^<o-7^xccoc^riRa£ 

**il/S/^AaffS:iH3£L/c. Jt*^^>-^ A«fl[*si. 
3wnol/ltt±6C±#L//cv^^ (7E) SriSlRU. §v 
(D^^xtc. y>iW!BMcc*WLfcfSt hpmrPt h 

■ty ^n— ^il/tt«C4B4-6-21 (3mq/kq) *JSftjBlrttS:t> 
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10 



20 



[0110] fc*>\ f5ieira«CCLrTE©»JBII»€: 
(tit hPTHrPb h^^n~:^Uinf*4B4-6-2l£^£ 

( 2 ) j&oKK&nt; < mimmm^wso (mm&) 

l.3rm6\nlU±tC_tmistc-7VZ (625) CC. U >BMi 
mM<Dfr (ISt hPTHrPb h^-/^D-^;U|ni*4B4-6-2 

IS**, 0 1 8K5*L/fc. C<DK»tt>6. **W©t h 
[0 111] 

b rPTHrPtCttTSb h*>>*0-*Mafc«ftfKC3te 

[0 112] fflJ%> :*^0>*^*a~^A4att:R. b 

SEQUENCE LISTING 

<110> Japan Tobacco, Inc. 

<120> Human Monoclonal Antibody For Parathyroid 

Hormone-Related Protein 
<L30> J98-0142 
<L40> 
<L41> 

<150> JP P199&-1S8196 
<L51> 1998-06-17 
<L50> JP P1998-196729 
<L51> 1998-06-26 
<L60> 45 

<170> Patentln Ver. 2.0 
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b h PTHrPtC^T-E>b 2 & )\stk{*&td<Z*:<r> 

(DttHUcfiHr&ffiX (SW;U^Aifitf2fc<£) . «14 
HA Mffll. PS. SUB, &jKJB. § 

ffi*8, Hf.BWi. AB§*S. iSHfli. m&§±£ 
JB«Ci*> &C#5K#H'i"5AjfiLjE, fmg3';^-7^ SH4 

#k*, #ffi»cc??£T£Sfflis<Dt§ 
H-rsfi*. RSttow^racceH-r^ffitt (*m » 

ifc IM«t£) > RUMS (sepsis) k ±Jli£j£lmCL;g 

(sirs) . avisu >jkffi «g';>ifiii4< &r 
(s»;>jfiii4^^5>D«Citt< ssitci*) ftf^wfe 

ft£. 2p*9iO!St hPHHrPb h*y*a — -J-jU 
[01 13] ^ fclC. **MOb hPTHrPCCSf&tt^W 

mtmmmzm? *y it-*?* 

>Kfi. ^JUKa>»Jg % 7U>FP>ift, BM21.095 
5. YM-175, CCP42446«Ci*) Ztcte^Ofotimt U 

[0114] 
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57 58 
<210> 1 
<211> 209 
<212> PRT 
<213> Homo sapiens 

<220> 

<221> PROPEP 
<222> (1)..(36) 
<400> 1 

Met Gin Arq Arq Leu Val Gin Gin Trp Ser Val Ala Val Phe Leu Leu 

15 10 15 

Ser Tyr Ala Val Pro Ser Cvs Glv Arq Ser Val Glu Glv Leu Ser Arq 

20 25 30 

Arq Leu Lvs Arq Ala val Ser Glu His Gin Leu Leu His Asp Lvs Glv 

35 40 45 

Lys Ser He Gin Asp Leu Arq Arq Arq Phe Phe Leu His His Leu lie 

50 55 60 

Ala Glu lie His Thr Ala Glu lie Arq Ala Glu Ser Glu Val Ser Pro 
65 70 75 80 

Asn Ser Lys Pro Ser Pro Asn Thr Lys Asn His Pro Val Arq Phe Gly 

85 90 95 

Ser Asp Asp Glu Gly Arq Tyr Leu Thr Gin Glu Thr Asn Lvs Val Glu 

100 105 110 

Thr Tyr Lys Glu Gin Pro Leu Lys Thr Pro Gly Lys Lys Lys Lys Ala 
115 120 125 

Lys Pro Gly Lys Arq Lys Glu Gin Glu Lvs Lys Lvs Arq Arq Thr Arq 

130 135 140 

Ser Ala Trp Leu Asp Ser Gly Val Thr Gly Ser Gly Leu Glu Gly Asp 
145 150 155 160 

His Leu Ser Asp Thr Ser Thr Thr Ser Leu Glu Leu Asp Ser Arq Thr 

165 170 175 

Ala Leu Leu Trp Gly Leu Lys Lys Lys Lvs Glu Asn Asn Arq Arq Thr 

180 185 190 

His His Met Gin Leu Met lie Ser Leu Phe Lys Ser Pro Leu Leu Leu 
195 200 205 

Leu 

<210> 2 

<2U> 34 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> PEPTIDE 
<222> (1)..(34) 
<400> 2 

Ser Val Ser Glu He Gin Leu Met His Asn Leu Gly Lys His Leu Asn 

15 10 15 

Ser Met Glu Arq Val Glu Trp Leu Arq Lys Lys Leu Gin Asp Val His 
20 25 30 

Asn Phe 



C31) 0 0 0 - 80 1 0 0 

59 60 
<210> 3 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_recnon 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221j> unsure 
<222> (467) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (492) 

<223> This base has not yet been determined. The codon 

containinq this base encodes Fhe or Leu. 
<400> 3 

atq aqg etc cct get caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala CI n Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

1 5 10 15 

qqa tec aqt qqq gat att qtq atq act caq tnt cca etc tec ctq ccc 96 
Cly Ser Ser Cly Asp lie Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec att tec tqc aqq ttt aqt caq aqc 144 
Val Thr Pro Gly Clu Pro Ala Ser lie Ser Cys Arq Phe Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt gqc aqt qqa tea qqc aca qat ttt 288 



(32) WW 2000-80100 

61 62 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Fhe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tnt qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Xaa Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttn tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 52S 
Leu Asn Asn Xaa Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtt tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Cly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cvs 
22 5 230 235 240 

<210> 4 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (156) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (164) 

<223> This amino acid has not yet been determined 
and is possibly Phe or Leu. 
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63 64 
<400> 4 

Met Arq Leu Pro Ala Gin Leu Leu Civ Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp He Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 
20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Phe Ser Cln Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

35 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 U0 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Fhe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Xaa Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Xaa Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tyr Glu Lys Wis Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 5 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_region 
<222> (61).. (397) 
<220> 

<221> C_ region 
<222> (398).. (717) 
<400> 5 

atq aqq etc cct get caq etc ctq qqq ctq eta atq etc tqg qtc tct 48 



C34) &n 2000-80100 

65 66 
Met Arq Leu Pro Ala Gin Leu Leu Civ Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq act caq tct cca etc tec ctq ccc 96 
Cly Ser Ser Gly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc acc ate tec tqc aqq tec aqt caq age 144 
Val Thr Pro Gly Clu Pro Ala Thr He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqa aat qqa aac aac tat ttq gat tqq ttc ttq caq aaq 192 
Leu Leu His Arq Asn Gly Asn Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqc tct aat cqq qcc 240 
Pro Glv Gin Ser Pro Gin Leu Leu lie Tyr Leu Civ Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 238 
Ser Glv Val Pro Asp Arq Phe Ser Glv Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa etc aqc aqa qtq qaq qct qaq qat qtt oqq ctt tat tac 336 
Thr Leu Lys Leu Ser Arq Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Ala Leu an lie Pro Phe Thr Phe Cly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe lie Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Clu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Clu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Clu Gin Asp 

180 185 190 

aqc aaq qac aqc aec tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Clu Lys ttis Lys Val Tyr Ala Cys Clu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Glv Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 6 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<40O> 6 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 



C35) &g|2 000-80100 

67 68 
15 10 15 

Cly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Cly Clu Pro Ala Thr He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Arq Asn Gly Asn Asn Tyr Leu Asp Trp Phe Leu Gin Lys 

50 55 60 

Pro Glv Gin Ser Pro Gin Leu Leu lie Tyr Leu Cly Ser Asn Arq Ala 
65 70 75 SO 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lvs Leu Ser Arq Val Glu Ala Glu Asp Val Gly Leu Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin lie Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lvs Ser Gly Thr Ala Ser Val Val Cvs Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Clu Gin Asp 

ISO 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lvs Val Tyr Ala Cys Glu Val Thr His Gin 

210 . 215 220 

Glv Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 7 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_ region 
<222> (61).. (397) 
<220> 

<221> C_region 
<222> (398) . . (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of lie, 



C36) ^20 00 -80 1 00 

69 70 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not vet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cvs. 

<220> 

<221> unsure 
<222> (252) 

<223> This base has not vet been determined. The codon 
con tannine? this base hiqhlv possibly encodes Pro. 
<400> 7 

atq agq etc cct qct caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Al a CI n Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Cly Ser Ser Cly Asp He Val Met Xaa Cln Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Cly Clu Pro Ala Ser He Ser Cvs Arq Ser Ser Cln Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aat tat ttq qat tqq tat ctq caq aaq 192 
Leu Leu His Ser Asn Cly Asn Asn Tyr Leu Asp Trp Tyr Leu Cln Lys 

50 55 60 

cca qqq caq tct eta caq etc ctq ate tat ttq qqc tct aat cqq qcc 240 
Pro Cly Cln Ser Leu Cln Leu Leu He Tyr Leu Cly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc ccn qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Cly Val Xaa Asp Arq Phe Ser Cly Ser Gly Ser Cly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qtt qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 no 

tqc atq caa qct tta caa act cca ttc act ttc qqc cct qaq acc aaa 384 
Cvs Met Cln Ala Leu Cln Thr Pro Phe Thr Phe Cly Pro Clu Thr Lys 

115 120 125 

qtq qat ttc aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Clu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Cln Trp Lys Val Asp 
165 170 175 



aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 
Asn Ala Leu Gin Ser Cly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
180 185 190 



576 



C37) ftffi 2000-80100 

71 72 
aqc aaa. qac age acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser ,Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtt tac qcc tqc gaa qtc acc cat caq 672 
Ala Asp Tvr Clu Lys His Lvs Val Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

qqc ctq aqt tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Glv Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Clu Cys 
225 230 235 240 

<210> 8 
<2ll> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<22l> unsure 
<222> (25) 

<223> This amino acid has not vet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (84) 

<223> This amino acid has not yet been determined 

and is possibly Pro. 
<400> 8 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

1 5 10 15 

Gly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Leu Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 



Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Fhe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 



C3S) ^2 0 0 0 - 8 0 1 0 0 

73 74 
Pro Ser Asp Clu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Clu Ala Lvs Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tvr Glu Lys His Lvs Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 9 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_ region 
<222> (61).. (397) 
<220> 

<221> C_ region 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (230) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (252) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Pro. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 

containinq this base either one of Leu, He or 

Val. 
<400> 9 

atq aqq etc cct get caq etc ctq qqq ctq eta atq etc tqg qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtg atq act caq tct cca etc tec ctq ccc 96 



(39) &m 2000-80100 

75 76 
Gly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Cly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aat tat ttq qat tqq tat ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct eta caq etc ctq ate tat ttq qqc tnt aat cqq qcc 240 
Pro Gly Gin Ser Leu CI n Leu Leu He Tyr Leu Gly Xaa Asn Arq Ala 
65 70 75 SO 

tec qqq qtc ccn qac aqq ttc aqt qqc aqt qqa tea qac aca qat ttt 288 
Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Fhe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qtt qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lvs He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct nta caa act cca ttc act ttc qqc cct qaq acc aaa 384 
Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

qtq qat ttc aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
ay Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 240 

<210> 10 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (77) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, Tyr 



(40) &Pf) 2000-80 100 

77 73 
or Cys. 

<220> 

<221> unsure 
<222> (S4) 

<223> This amino acid has not yet been determined 
and is possibly Pro. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 

and is possibly either one of Leu, He 

or Val . 
<400> 10 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Leu Gin Leu Leu lie Tyr Leu Gly Xaa Asn Arq Ala 
65 70 75 80 

Ser Gly Val Xaa Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Val Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Glu Thr Lys 

115 120 125 

Val Asp Phe Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 11 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 



(41) ^^2000-80100 
79 80 

<220> 

<221> siq__peptide 
<222> (1)..(60) 
<220> 

<221> V_recn'on 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not vet been determined. The codon 
containing this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Leu, 
He or Val. 

<220> 

<221> unsure 
<222> (437) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (648) 

<223> This base has not yet been determined. The codon 
containinq this base hiqhly possibly encodes Val. 
<40O> n 

atq aqq etc cct qct caq etc ctq qqq ctq eta atq etc tqq ate tct 48 
Met Arq Leu Pro Ala (Tin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

1.5 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc act cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 



(42) 

81 

50 55 
cca qqq caq tct cca caq ttc ctq ate tat ttq 
Pro Cly Gin Ser Pro Gin Phe Leu lie Tyr Leu 
65 70 75 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa 
Ser Civ Val Pro Asp Arq Phe Ser Civ Ser Cly 

85 90 
aca ctq aaa ate aqc aqa qtq qaq qct qaq qat 
Thr Leu Lvs He Ser Arq Val Glu Ala Clu Asp 
100 105 



^2 0 0 0 - 80 1 0 0 
82 

60 

qqt tct aat cqq qcc 240 
Glv Ser Asn Arq Ala 
80 

tea qqc aca qat ttt 288 
Ser Cly Thr Asp Fhe 
95 

qtt qqq qtt tat tac 336 
Val Gly Val Tvr Tyr 
110 



tqc atq caa qct nta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Xaa Gin He Pro Phe Thr Phe Glv Pro Gly Thr Lvs 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tnt qat qaq caq ttq ,aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Xaa Asp Glu Gin Leu Lys Ser Cly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Clu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Cly Asn Ser Gin Clu Ser Val Thr Clu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Cln 

2U0 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 12 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 



C43) #M 2 0 0 0 - 8 0 1 0 0 

S3 84 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (146) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 

and is possibly Val . 
<400> 12 

Met Arq Leu Pro Ala Gin Leu Leu Cly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Cly Ser Ser Cly Asp He Val Met Xaa Cln Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Cly Asn Asn Tyr Leu Asp Trp Tyr Leu Cln Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Cly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Cln lie Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Xaa Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Cln Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Cly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Clu Val Thr His Cln 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 13 



C44) ^20 00 - 80 100 

35 86 
<2ll> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> CD --(720) 
<220> 

<221> siqLpeptide 
<222> (1)..(60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> C_req1on 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (465) 

<223> This base has not vet been determined. The codon 
containing this base hiqhly possibly encodes Ala. 
<400> 13 

atq aqq etc cct get caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

qqt tec aqt qqq qat att qtq atq act caq tec cca etc tec ctq ccc 96 
Gly Ser Ser Gly Asp lie Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq cat aqt aat qqq aat aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqq qtq qaq qct qaq qat qtq qqq att tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly He Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq ace aaa 384 
Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Fhe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcn tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Xaa Ser Val Val Cys Leu 



(45) tSKI 2000-80 100 

37 88 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lvs Val Cln Trp Lvs Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Cln Ser Cly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cvs Glu Val Thr His Gin 
210 215 220 



qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 

Cly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq .Gly Glu Cys 

22 5 230 235 240 

<210> 14 

<211> 239 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (155) 

<223> This amino acid has not yet been determined 

and is possibly Ala. 
<40O> 14 

Met Arq Leu Pro Ala Gin Leu Leu Gly Leu Leu Met Leu Trp Val Ser 

15 10 15 

Gly Ser Ser Cly Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser lie Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 
50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lvs He Ser Arq Val Glu Ala Glu Asp Val Gly lie Tyr Tyr 

100 105 110 

Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Cly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Xaa Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 
165 170 175 



C46) 2 0 0 0 - 8 0 100 

89 90 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tvr Glu Lvs His Lys Val Tyr Ala Gys Glu Val Thr His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 

<210> 15 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1).. (60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (14) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Val, 
Ala, Asp or Gly. 

<220> 

<221> unsure 
<222> (39) 

<223> This base has not yet been determined. The codon 
containing this base highly possibly encodes Leu. 

<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of He, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (648) 



(47) *fP82 0 0 0 -80100 

91 92 

<223> This base has not yet been determined. The codon 
containinq this base hiqhlv possibly encodes Val. 

<400> 15 

atq aqq etc cct qnt caq etc ctq aqa ctq eta atq ctn tqq qtc tct 48 
Met Arq Leu Pro Xaa Gin Leu Leu Cly Leu Leu Met Xaa Trp Val Ser 

1 5 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Cly Ser Ser Cly Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

etc ctt cat aqt aat qqa tac aac tat ttq qat tqq ttc ctq caq aaq 192 
Leu Leu His Ser Asn Gly Tyr Asn Tyr Leu Asp Trp Phe Leu Gin Lvs 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 -70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct eta caa act cca ttc act ttc qqc cct qqq ace aaa 384 
Cys Met Gin Ala Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lvs Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc ace tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 
210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 16 



(48) ^2 0 00 - 8 0 1 0 0 

93 94 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (5) 

<223> This amino acid has not vet been determined 
and is possibly either one of Val, Ala, 
Asp or Gly. 

<220> 

<221> unsure 
<222> (13) 

<223> This amino acid has not vet been determined 
and is possibly Leu. 

<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 

and is possibly Val . 
<400> 16 

Met Arq Leu Pro Xaa Gin Leu 

1 5 
Gly Ser Ser Gly Asp lie Val 
20 

Val Thr Pro Gly Glu Pro Ala 
35 

Leu Leu His Ser Asn Gly Tyr 
50 55 
Pro Gly Gin Ser Pro Gin Leu 
65 70 
Ser Gly Val Pro Asp Arq Phe 
85 

Thr Leu Lys He Ser Arq Val 
100 

Cys Met Gin Ala Leu Gin Thr 
115 

Val Asp He Lys Arq Thr Val 
130 135 



Leu Gly Leu Leu Met Xaa Trp Val Ser 

10 15 
Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

25 30 
Ser He Ser Cys Arq Ser Ser Gin Ser 

40 45 
Asn Tyr Leu Asp Trp Phe Leu Gin Lys 
60 

Leu lie Tyr Leu Gly Ser Asn Arq Ala 
75 80 
Ser Gly Ser Gly Ser Gly Thr Asp Phe 

90 95 
Glu Ala Glu Asp Val Gly Val Tyr Tyr 

105 110 
Pro Phe Thr Phe Gly Pro Gly Thr Lys 
120 125 
Ala Ala Pro Ser Val Phe He Phe Pro 
140 



(49) »H2 000-80100 

95 96 
Pro Ser Asp Clu Gin Leu Lvs Ser Civ Thr Ala Ser Val Val Cvs Leu 
145 150 155 160 

Leu Asn Asn Ptie Tyr Pro Arq Clu Ala Lys Val Cln Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Clu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

Ala Asp Tvr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

Glv Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cvs 
225 230 235 

<210> 17 
<211> 720 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_ region 
<222> (61).. (397) 
<220> 

<221> V_recjion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (7) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Leu, He or Val . 

<220> 

<22l> unsure 
<222> (11) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Leu, 
Pro, His or Arq. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cvs. 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 



(50) ^2000-80100 
97 9S 
containinq this base encodes either one of Leu, 
lie or Val. 
<400> 17 

atq aqq ntc cnt qct caq etc ctq qqq ctq eta atg ttc tqq ate tct 43 
Met Arq Xaa Xaa Ala Gin Leu Leu Civ Leu Leu Met Phe Trp Val Ser 

15 10 15 

qqa tec aqt qqq qat att qtq atq act caq tnt cca etc tec ctq ccc 96 
Civ Ser Ser Civ Asp He Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc ace cct qqa qaq ccq qcc tec att tec tqc aqq tct aqt caq aqc 144 
Val Thr Pro Civ Clu Pro Ala Ser He Ser Cvs Arq Ser Ser Cln Ser 

35 40 45 

etc ctq cat aqt aat qqa aac aac tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Ser Asn Glv Asn Asn Tvr Leu Asp Trp Tvr Leu Cln Lvs 

50 55 60 

cca qqq caq tct cca caq ttc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Glv Gin Ser Pro Gin Phe Leu He Tyr Leu Civ Ser Asn Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Glv Ser Gly Ser Gly Thr Asp Phe 

85 90 , 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tvr 

100 105 110 

tqc atq caa qct nta caa act cca ttc act ttc qqc cct qqq acc aaa 334 
Cys Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Cln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Cln Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Cln Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lvs 

195 200 205 

qca qac tac qaq aaa cac aaa qtc tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Clu Lys His Lys Val Tyr Ala Cys Clu val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 18 
<211> 239 



(51) ftffi 2000-80100 

99 100 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined 
and is possiblv either one of Phe, Leu, 
lie or Val. 

<220> 

<221> unsure 
<222> (4) 

<223> This amino acid has not vet been determined 
and is possibly either one of Leu, Pro, 
His or Arq. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possiblv either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 

and is possibly either one of Leu, He 

or Val . 
<400> 18 

Met Arq Xaa Xaa Ala Gin Leu Leu Gly Leu Leu Met' Phe Trp Val Ser 

15 10 15 

Gly Ser Ser Gly Asp He Val Met Thr Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu His Ser Asn Gly Asn Asn Tyr Leu Asp Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Ser Pro Gin Phe Leu He Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Glv Val Tyr Tyr 

100 105 110 

Cvs Met Gin Ala Xaa Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 



C52) ftPU 2000-80100 

101 102 
ISO 185 190 

Ser Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys His Lvs Val Tyr Ala Cvs Glu Val Thr His Gin 

210 215 220 

Cly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cvs 
22 5 230 235 

<210> 19 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_reqion 
<222> (61).. (397) 
<220> 

<221> C_reqion 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (74) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of He, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (637) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Gin, 
Lys or GTu. 

<220> 

<221> unsure 
<222> (643) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Gin, 
Lys or GTu. 

<220> 

<221> unsure 
<222> (657) 



C53) *SB8 2000-80100 

103 104 
<223> This base has not yet been determined. The codon 
cintaininq this base encodes Cvs or Trp. 

<220> 

<221> unsure 
<222> (659) 

<223> This base has not yet been determined. The codon 
containing this base either one of Val , Ala, Glu 
or Cly. 

<220> 

<221> unsure 
<222> (665) 

<223> This base has not vet been determined. The codon 

containi nq this base encodes either one of lie, 

Thr, Asn or Ser. 
<40O> 19 

atq aqq etc cct get caq etc ctq qqq ctq eta atq etc tqq qtc tct 48 
Met Arq Leu Pro Ala Gin Leu Leu CTv Leu Leu Met Leu Trp Val Ser 

1 5 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca etc tec ctq ccc 96 
Cly Ser Ser Gly Asp lie Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqc aqq tct aqt caq aqe 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Ser Gin Ser 

35 40 45 

etc ctq aat aqt aat qqa tac aac tat ttc qat tqq tac ctq caq aaq 192 
Leu Leu Asn Ser Asn Gly Tyr Asn Tyr Phe Asp Trp Tyr Leu Gin Lys 

50 55 60 

cca qqq caq tct cca caq etc ctq ate tat ttq qqt tct aat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 30 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qqa tea qqc aca qat ttt 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Cly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqe aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 
Thr Leu Lys He Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa act eta caa act cca ttc act ttc qqc cct qqq acc aaa 384 
Cys Met Gin Thr Leu Gin Thr Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq qat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 432 
Val Asp lie Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa qta caq tqq aaq qtq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 



(54) 2000-80 10 

105 106 
180 185 190 

aac aaq qac aqc acc tac aqc etc aqc ape acc ctq acq qtq aqc aaa 624 
Asn Lvs Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Val Ser Lys 

195 200 205 

qca qaa tac qaq naa cac naa qtt tac qcc tqn qna qtc anc cat caq 672 
Ala Clu Tyr Clu Xaa His Xaa Val Tyr Ala Xaa Xaa Val Xaa His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc aca aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Thr Lvs Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<210> 20 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not vet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<22l> unsure 
<222> (213) 

<223> This amino acid has not yet been determined 
and is possibly either one of Gin, Lys 
or Glu. 

<220> 

<221> unsure 
<222> (215) 

<223> This amino acid has not yet been determined 
and is possibly either one of Gin, Lys 
or Glu. 

<220> 

<221> unsure 
<222> (219) 

<223> This amino acid has not yet been determined 
and is possibly Cys or Trp. 

<22Q> 

<221> unsure 
<222> (220) 

<223> This amino acid has not yet been determined 
and is possibly either one of Val, Ala, 
Glu or Gly. 

<220> 



C55) 1$HJ2 0 0 0 - 8 0 1 0 0 

107 108 
<221> unsure 
<222> (222) 

<223> This amino acid has not yet been determined 

and is possibly either one of lie, Thr, 

Asn or Ser. 
<400> 20 

Met Arq Leu Pro Ala Gin Leu Leu Civ Leu Leu Met Leu Trp Val Ser 

15 10 15 

Glv Ser Ser Glv Asp He Val Met Xaa Gin Xaa Pro Leu Ser Leu Pro 

20 25 30 

Val Thr Pro Glv Glu Pro Ala Ser lie Ser Cvs Arq Ser Ser Gin Ser 

35 40 45 

Leu Leu Asn Ser Asn Glv Tyr Asn Tyr Phe Asp Trp Tyr Leu Gin Lvs 

50 55 60 

Pro Gly Gin Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asn Arq Ala 
65 70 75 80 

Ser Glv Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

Thr Leu Lys lie Ser Arq Val Glu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cvs Met Gin Thr Leu Gin Thr Pro Phe Thr Phe Glv Pro Cly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 
130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Cly Thr Ala Ser Val Val Cys Leu 
145 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lvs Val Gin Trp Lvs Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

ISO 185 190 

Asn Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Val Ser Lys 

195 200 205 

Ala Glu Tyr Glu Xaa His Xaa Val Tyr Ala Xaa Xaa Val Xaa His Gin 

210 215 220 

Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arq Gly Glu Cys 
225 230 235 

<210> 21 
<211> 720 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(720) 
<220> 

<221> siq_peptide 
<222> (1)..(60) 
<220> 

<221> V_region 
<222> (61).. (397) 



C56) 

109 

<220> 

<221> C_ region 
<222> (398).. (717) 
<220> 

<221> unsure 
<222> (1)..(2) 

<223> These bases have not yet been determined. The 
codon containing these bases highly possibly 
encodes Met. 

<220> 

<221> unsure 
<222> (7) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Leu, He or Val . 

<220> 

<221> unsure 
<222> (11). .(12) 

<223> These bases have not yet been determined. The 

codon containing these bases encodes either one of 
Leu, Pro, His, Cln or Arq. 

<220> 

<221> unsure 
<222> (14) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of VaT , 
Ala, Asp or Gly. 

<220> 

<221> unsure 
<222> (31) 

<223> This base has not yet been determined. The codon 
containing this base encodes either Leu, He or 
Val. 

<220> 

<221> unsure 
<222> (47) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Ser, Tyr or Cys. 

<220> 

<221> unsure 
<222> (74) . 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of lie, 
Thr, Asn or Ser. 

<220> 

<221> unsure 
<222> (80) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 



^20 00 - 80 100 
no 



(57) »BB 2000-80100 

111 112 
Ser, Tyr or Cvs. 

<220> 

<221> unsure 
<222> (87) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Leu. 

<220> 

<221> unsure 
<222> (88) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Phe, 
Leu, lie or Val . 

<220> 

<221> unsure 
<222> (349) 

<223> This base has not yet been determined. The codon 
containing this base encodes either one of Leu, 
lie or Val. 



<220> 

<221> unsure 
<222> (648) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Val. 

<220> 

<221> unsure 
<222> (693) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Thr. 
<400> 21 

nng aqg ntc cnn qnt caq etc ctq gqg ctq nta atq etc tgq qtc tnt 48 
Xaa Arq Xaa Xaa Xaa On Leu Leu Gly Leu Xaa Met Leu Trp Val Xaa 

15 10 15 

qqa tec aqt qqq qat att qtq atq ant caq tnt cca ctn ntc ctq ccc 96 
Cly Ser Ser Gly Asp He Val Met Xaa Gin Xaa Pro Xaa Xaa Leu Pro 

20 25 30 

qtc acc cct qqa qaq ccq qcc tec ate tec tqt aoq tct qqt caq cqc 144 
Val Thr Pro Gly Glu Pro Ala Ser He Ser Cys Arq Ser Gly Gin Arq 

35 40 45 

etc ctq cat aqa aat qqa aac acc tat ttq qat tqq tac ctq caq aaq 192 
Leu Leu His Arq Asn Gly Asn Thr Tyr Leu Asp Trp Tyr Leu Gin Lys 
50 55 60 



cca qqq caq tec cca caq etc ctq ate tat ttq qqt tct qat cqq qcc 240 
Pro Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asp Arq Ala 
65 70 75 80 

tec qqq qtc cct qac aqq ttc aqt qqc aqt qoa tea qqc aca qat ttc 288 
Ser Gly Val Pro Asp Arq Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe 

85 90 95 

aca ctq aaa ate aqc aqa qtq qaq qct qaq qat qtt qqq qtt tat tac 336 



(53) ^2 0 00 - 8 0 1 0 0 

113 114 
Thr Leu Lys He Ser Arq Val Glu Ala Clu Asp val Gly Val Tyr Tyr 

100 105 110 

tqc atq caa qct nta caa att cca ttc act ttc qqc cct qqq acc aaa 384 
Cvs Met Gin Ala Xaa Gin lie Pro Phe Thr Phe Gly Pro Gly Thr Lys 

115 120 125 

qtq pat ate aaa cqa act qtq qct qca cca tct qtc ttc ate ttc ccq 4 32 
Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

cca tct qat qaq caq ttq aaa tct qqa act qcc tct qtt qtq tqc ctq 480 
Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser val Val Cys Leu 
145 150 155 160 

ctq aat aac ttc tat ccc aqa qaq qcc aaa ota caq tqq aaq atq qat 528 
Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lvs Val Asp 

165 170 175 

aac qcc etc caa tcq qqt aac tec caq qaq aqt qtc aca qaq caq qac 576 
Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 

180 185 190 

aqc aaq qac aqc acc tac aqc etc aqc aqc acc ctq acq ctq aqc aaa 624 
Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

qca qac tac qaq aaa cac aaa qtn tac qcc tqc qaa qtc acc cat caq 672 
Ala Asp Tyr Glu Lys His Lys Xaa Tyr Ala Cys Glu Val Thr His Gin 

210 215 220 

qqc ctq aqc tcq ccc qtc acn aaq aqc ttc aac aqq qqa qaq tqt taq 720 
Gly Leu Ser Ser Pro Val Xaa Lys Ser Phe Asn Arq Gly Glu Cys 
22 5 230 235 240 

<21Q> 22 
<211> 239 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (1) 

<223> This amino acid has not yet been determined 
and is possibly Met. 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
He or Val. 

<220> 

<221> unsure 
<222> (4) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, Pro, 
His, Gin or Arq. 

<220> 

<221> unsure 
<222> (5) 



(59) 

115 

<223> This amino acid has not yet been determined 
and is possibly either one of Val , Ala, 
Asp or Cly. 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (16) 

<223> This amino acid has not vet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (25) 

<223> This amino acid has not yet been determined 
and is possibly either one of lie, Thr, 
Asn or Ser. 

<220> 

<221> unsure 
<222> (27) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Ser, 
Tyr or Cys. 

<220> 

<221> unsure 
<222> (29) 

<223> This amino acid has not yet been determined 
and is possibly Leu. 

<220> 

<221> unsure 
<222> (30) 

<223> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, 
He or Val. 

<220> 

<221> unsure 
<222> (117) 

<223> This amino acid has not yet been determined 
and is possibly either one of Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (216) 

<223> This amino acid has not yet been determined 
and is possibly Val . 

<220> 



ErM 2000-80100 
116 



(60) ^^2000-80100 
117 113 
<221> unsure 
<222> (231) 

<223> This amino acid has not yet been determined 

and is possibly Thr. 
<400> 22 

Xaa Arq Xaa Xaa Xaa Gin Leu Leu Civ Leu Xaa Met Leu Trp Val Xaa 

15 10 15 

Civ Ser Ser Civ Asp He Val Met Xaa Cln Xaa Pro Xaa Xaa Leu Pro 

20 25 30 

Val Thr Pro Cly Clu Pro Ala Ser He Ser Cvs Arq Ser Gly Cln Arq 

35 40 45 

Leu Leu His Arq Asn Glv Asn Thr Tyr Leu Asp Trp Tyr Leu Cln Lvs 

50 55 60 

Pro Cly Cln Ser Pro Gin Leu Leu lie Tyr Leu Gly Ser Asp Arq Ala 
65 70 75 SO 

Ser Civ Val Pro Asp Arq Phe Ser Civ Ser Cly Ser .Cly Thr Asp Phe 

35 90 95 

Thr Leu Lvs He Ser Arq Val Clu Ala Glu Asp Val Gly Val Tyr Tyr 

100 105 110 

Cys Met Gin Ala Xaa Gin He Pro Phe Thr Phe Gly Pro Cly Thr Lys 

115 120 125 

Val Asp He Lys Arq Thr Val Ala Ala Pro Ser Val Phe He Phe Pro 

130 135 140 

Pro Ser Asp Glu Gin Leu Lys Ser Cly Thr Ala Ser Val Val Cys Leu 
14 5 150 155 160 

Leu Asn Asn Phe Tyr Pro Arq Glu Ala Lys Val Gin Trp Lys Val Asp 

165 170 175 

Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin Asp 
130 185 190 

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys 

195 200 205 

Ala Asp Tyr Glu Lys ttis Lys Xaa Tyr Ala Cvs Glu Val Thr His Cln 

210 215 220 

Cly Leu Ser Ser Pro Val Xaa Lys Ser Phe Asn Arq Cly Glu Cys 
22 5 230 235 

<210> 23 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_ region 
<222> (58)..C429) 
<220> 



(61) nm2 0 0 0 - 8 0 1 00 

119 120 
<221> N_ region 
<222> (352).. (354) 
<220> 

<221> N_ region 
<222> (370).. (373) 
<400> 23 

atq qaa ttt aqq ctq aqc tqq qtt ttc etc qtt get ctt tta aqa qqt 48 
Met Clu Phe Civ Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Clu Ser Civ Civ Gly Val Val Gin 

20 25 30 

cct qoq qqq tec ctq aaa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Gly Gly Ser Leu Arq Leu Ser Cvs Ala Ala Ser Gly Phe Thr Fhe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lvs Cly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq ttt qat qqa aqt cat aaa tac tat qca 240 
Clu Trp Val Ala Val He Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct ata 336 
Thr Leu Tyr Leu Cln Met Asn Ser Leu Arq Ala Clu Asp Thr Ala He 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
ay Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 24 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 24 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val an 

.20 25 30 

Pro Gly Gly Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Fhe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Cly Lys Gly Leu 

50 55 60 

Clu Trp Val Ala Val He Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Cly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 
85 90 95 



(62) ftffl 2000-80100 

121 122 
Thr Leu Tyr Leu Cln Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 110 

Tvr Tyr Cvs Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tvr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 25 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 

<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_ real on 
<222> (58).. (429) 
<220> 

<221> N_reqion 
<222> (352).. (354) 
<220> 

<221> N_reqion 
<222> (370).. (373) 
<400> 25 

atq qaq ttt qqq ctq aqc taq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaa tqq qtq qca qtt ata tqq ttt qat qqa aqt aaq aaa tac tat qca 240 
Glu Trp Val Ala Val He Trp Phe Asp Gly Ser Lys Lys Tyr Tyr Ala 
65 70 75 SO 

qac tec qtq aaq qqc cqa ttc ace ate tec aqa qac aat tea aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

10O 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 



C63) *5P82 0 0 0 - 80 1 0 0 

123 324 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tvr Tyr Tyr 

US 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 26 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40O> 26 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Glv 

15 10 15 

Val Gin Cvs Gin Val Gin Leu Val Glu Ser Glv Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Cly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Phe Asp Gly Ser Lys Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

ay Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 27 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> . 

<221> siCLpeptide 
<222> (1)..(57) 
<220> 

<221> V_region 
<222> (58)..Q429) 
<220> 

<221> N_recnon 
<222> (352).. (354) 
<220> 

<221> N_ region 
<222> (370).. (373) 
<220> 

<221> unsure 
<222> (1)..(2) 



(64) 2000-80100 
125 126 
<223> These bases have not vet been determined. The codon 
containinq these bases highly possibly encodes 
Met. 

<220> 

<221> unsure 
<222> (7).. (9) 

<223> These bases have not vet been determined. 
<220> 

<221> unsure 
<222> (14) 

<223> This base has not vet been determined. The codon 
containinq this base encodes either one of Met, 
Thr, Lvs or Arq. 

<220> 

<221> unsure 
<222> (IS) 

<223> This base has not yet been determined. The codon 
containinq this base encodes Ser or Arq. 

<220> 

<22l> unsure 
<222> (28) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either Phe, Leu, lie 
or Val . 

<220> 

<221> unsure 
<222> (32) 

<223> This base has not yet been determined. The codon 

containinq this base encodes either one of Val, Ala, 

Asp or Gly. 
<400> 27 

nnq qaq nnn qqq anq aqn tqq qtc ttc ntc gnt qct eta aqa aqa oqt 48 
Xaa Glu Xaa Gly Xaa Xaa Trp Val Phe Xaa Xaa Ala Leu Arq Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat caa tac tat- qca 240 
Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 
85 90 95 



(65) ftffi 2000-80100 

127 128 
acq ctq tat ctq caa atq aac aqa ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 no 

tat tac tqt qcq aqa cat aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tvr Tvr Cvs Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 28 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (1) 

<223> This amino acid has not yet been determined 
and is possibly Met. 

<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined. 

<220> 

<22l> unsure 
<222> (5) 

<223> This amino acid has not yet been determined 
and is possibly either one of Met, Thr, Lys 
or Arq. 

<220> 

<221> unsure 
<222> (6) 

<223> This amino acid has not yet been determined 
and is possibly Ser or Arq. 

<220> 

<221> unsure 
<222> (10) 

<2 2 3> This amino acid has not yet been determined 
and is possibly either one of Phe, Leu, He 
or Val . 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not yet been determined 

and is possibly either one of Val, Asp, Arq 

or Gly. 
<400> 28 

Xaa Glu Xaa Gly Xaa Xaa Trp Val Phe Xaa Xaa Ala Leu Arq Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 
20 25 30 



C66) ftgf) 2000-80100 

129 130 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tvr Cly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tvr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 SO 

Asp Ser Val Lvs Glv Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tvr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tyr Cvs Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Glv Met Asp Val Trp Glv Gin Glv Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 29 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<22l> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 

<221> N_region 
<222> (352).. (354) 
<220> 

<221> N_req1on 
<222> (370).. (373) 
<220> 

<221> unsure 
<222> (7).. (9) 

<223> These bases have not vet been determined. 
<220> 

<221> unsure 
<222> (22) 

<223> This base has not yet been determined. The codon 
containinq this base encodes either one of Phe, 
Leu, lie or Val. 

<220> 

<221> unsure 
<222> (32) 

<223> This base has not yet been determined. The codon 

containinq this base encodes either one of Val, 

Ala, Asp or Gly. 
<400> 29 



(67) 

131 

atq qaq nnn qqq aqq aoc tgq ntc ttc qtc qnt 
Met Clu Xaa Cly Arq Ser Trp Xaa Phe Val Xaa 

1 5 10 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly 

20 25 
cct qqq aqq tec ctq aqa etc tec tqt qca qcq 
Pro Glv Arq Ser Leu Arq Leu Ser Cvs Ala Ala 
35 40 



^2 0 0 0 -8 0 1 0 0 
132 

qct eta aqa aqa gqt 48 
Ala Leu Arq Arq Glv 
15 

qqa qqc qtq qtc caq 96 
Gly Gly Val Val Gin 
30 

tct qqa ttc acc ttc 144 
Ser Gly Phe Thr Phe 
45 



aqt acc tat aqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Glv Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat caa tac tat qca 240 
Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Gin Tyr Tyr Ala 
65 70 75 SO 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lvs Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqa ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cat aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 30 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (3) 

<223> This amino acid has not yet been determined. 
<220> 

<221> unsure 
<222> (8) 

<223> This amino acid has not vet been determined 
and is possibly either one of Phe, Leu, 
He or Val. 

<220> 

<221> unsure 
<222> (11) 

<223> This amino acid has not yet been determined 

and is possibly either one of Val, Ala, 

Asp or Gly. 
<40O> 30 

Met Glu Xaa Gly Arq Ser Trp Xaa Phe Val Xaa Ala Leu Arq Arq Cly 



(68) ^20 0 0 - 8 0 1 0 0 

133 134 
15 10 15 

Val Gin Cys Cln Val Gin Leu Val Clu Ser Cly Glv Gly Val Val Gin 

20 25 30 

Pro Glv Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tvr Asp Glv Ser Asn Gin Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

35 90 95 

Thr Leu Tyr Leu Gin Met Asn Arq Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tvr Cys Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp ay Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 31 
<2U> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 



<220> 

<221> sia_peptide 
<222> (1).. (57) 
<220> 

<221> V_ region 
<222> (58).. (429) 
<220> 

<221> N_ region 
<222> (352).. (354) 
<220> 

<221> N_region 
<222> (370).. (373) 
<40O> 31 

qqt 48 
Gly 

caq 96 
Gin 

ttc 144 
Phe 



atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa 
Mat Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq 
15 10 15 

qtc caq tqt caq qtq caq ttq Qtq qaq tct qqq qqa qqc qtq qtc 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca acq tct qqa ttc ace 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Thr Ser Cly Phe Thr 
35 40 45 



aqt qac tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Asp Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 



C69) ftffl 2000-80100 

135 136 
50 55 60 

qaq tew qtq aca qtt ata tqq tat qat qqa aqc cat aaa ttc tat qca 240 
Glu Trp Val Ala Val He Trp Tvr Asp Civ Ser His Lys Phe Tvr Ala 
65 70 75 SO 

qac tec qtq aaa qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 2 88 
Asp Ser Val Lys Civ Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tvr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tat tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tvr Tvr Cvs Ala Arq His Ser Ser Glv Trp Tvr Clu Asp Tvr Tvr Tvr 

115 120 125 

qqt atq qac qtc tqq qqc cca qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Cly Pro Cly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 32 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 32 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe 

35 40 45 

Ser Asp Tyr Gly Met Wis Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser His Lys Phe Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Clu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Pro Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 33 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 



(70) ^20 00-80 1 0 0 

137 138 
<221> V_ region 
<222> (58). .(429) 
<220> 

<221> N_recnon 
<222> (352).. (354) 
<220> 

<221> N_reqion 
<222> (370).. (373) 
<400> 33 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Glu Phe Civ Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct gqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc ace ttc 144 
Pro Glv Arq Ser Leu Arq Leu Ser Cvs Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt ace tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt tat aaa tac tat qca 240 
Glu Trp Val Ala Val lie Trp Tvr Asp Gly Ser Tyr Lys Tyr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Glv Arq Phe Thr He Ser Arq Asp Asn Ser Lvs Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Mat Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 34 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<40Q> 34 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cvs Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Tyr Lys Tyr Tyr Ala 



(71) mm 2000-80100 

139 140 
65 70 75 SO 

Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tvr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tvr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 35 
<211> 429 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> CD.. (429) 
<220> 

<221> siq_peptide 
<222> (1) . .(57) 
<220> 

<221> V_reqion 
<222> (58).. (429) 
<220> 

<221> N_ region 
<222> (352).. (354) 
<220> 

<221> N_req1on 
<222> (370).. (373) 
<400> 35 

atq qaq ttt qqq ctq aqc tqq gtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

cct qqq aqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt tat aaa ate tat qca 240 
Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Tyr Lys lie Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq aat ctq caa atq aac aqc ctq aqa qcc qaq qac acq qct qtq 336 
Thr Leu Asn Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 
100 105 110 



(72) EfR|2 000-80100 

141 14 2 
tat tat tqt qcq aqa cac aqc aqt qqc tqq tat qaq qac tac tac tac 384 
Tyr Tyr Cvs Ala Arq His Ser Ser Civ Trp Tyr Glu Asp Tvr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 36 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 36 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Glv 

15 10 15 

Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Cly Phe Thr Fhe 

35 40 45 

Ser Ser Tyr Gly Met his Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val lie Trp Tyr Asp Gly Ser Tyr Lys He Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Asn Leu Cln Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tvr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

Glv Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 37 
<211> 429 
<212> DMA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(429) 
<220> 

<221> siq_peptriae 
<222> (1)..(57) 
<220> 

<221> V_recpon 
<222> (58).. (429) 
<220> 

<22l> N_region 
<222> (352).. (354) 
<220> 

<221> N_recnon 
<222> (370).. (373) 
<40O> 37 

atq qaa ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 



(73) t$^2 000-80100 

143 144 
Met Clu Phe Cly Leu Ser Trp Val Phe Leu val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qac qtq qtc caq 96 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Cly Val Val Gin 

20 25 30 

cct qqq qqq tec ctq aqa etc tec tqt qca qcq tct qqa ttc acc ttc 144 
Pro Gly Gly Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt acc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq ttt qat qqa aqt cat aaa tac tat qca 240 
Glu Trp Val Ala Val lie Trp Phe Asp Glv Ser His Lys Tvr Tyr Ala 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc acc ate tec aqa qac aat tec aaq aac 288 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa ore qaq qac acq qct ata 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 no 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Glv Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc acc qtc tec tea 429 
Gly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 38 
<2U> 143 
<212> PRT 
<213> Homo sapiens 
<400> 33 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Gly Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Thr Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Phe Asp Gly Ser His Lys Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lvs Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala He 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

ay Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 39 



(74) *SPfJ 2000-80100 

145 146 
<211> 417 
<212> DNA 
<213> Homo sapiens 
<220> 
<221> CDS 
<222> (1)..(417) 
<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<22l> V_ region 
<222> (58).. (417) 
<220> 

<221> N_reqion 
<222> (348).. (349) 
<220> 

<221> N_reqion 
<222> (357) 
<220> 

<221> unsure 
<222> (231) 

<223> This base has not yet been determined. The codon 
containing this base hiqhly possibly encodes Tyr. 
<40O> 39 

atq aaa cat ctq tqq ttc ttc ctt etc ctq qtq qca qct ccc aqa tqq 48 
Met Lvs His Leu Trp Fhe Phe Leu Leu Leu Val Ala Ala Pro Arq Trp 

15 10 15 

qtc ctq tec caq qtq caq ctq caq qaq tcq qqc cca qqa ctq qtq aaq 96 
Val Leu Ser Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys 

20 25 30 

cct tcq qaq acc ctq tec etc ace tqc act qtc tct qqt qqc tec ate 144 
Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser lie 

35 40 45 

aqt aqt tac tac tqq aqc tqq ate cqq caq ccc cca qqq aaq qqa ctq 192 
Ser Ser Tyr Tyr Trp Ser Trp lie Arq Gin Pro Pro Gly Lys Gly Leu 

50 55 60 

qaq tqq att qqq tat ate tat tac aqt qqq aqc acc aan tac aac ccc 240 
Glu Trp He Gly Tyr lie Tyr Tyr Ser Gly Ser Thr Xaa Tyr Asn Pro 
65 70 75 80 

tec etc aaq aqt cqa qtc acc at a tea qtq qac acq tec aaq aac caq 288 
Ser Leu Lys Ser Arq Val Thr He Ser Val Asp Thr Ser Lys Asn Gin 
85 90 95 

ttc tec ctq aaq ctq aqc tct qtq acc qct qcq qac acq qcc qtt tat 336 
Fhe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr 

100 105 110 

tac tqt qcq aqc qca qta acc tac tac tac tac tac qqt ttq qac qtc 384 
Tyr Cys Ala Ser Ala Val Thr Tyr Tyr Tyr Tyr Tyr Gly Leu Asp Val 

115 120 125 

tqq qqc caa qqq acc acq qtc acc qtc tec tea 417 



(75) 2000-80100 
147 148 
Trp Glv Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 
<210> 40 
<211> 139 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> unsure 
<222> (77) 

<223> This amino acid has not yet been determined 

and is possibly Tyr. 
<400> 40 

Met Lys His Leu Trp Phe Phe Leu Leu Leu Val Ala Ala Pro Arq Trp 

15 10 15 

val Leu Ser Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys 

20 25 30 

Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser He 

35 40 45 

Ser Ser Tyr Tyr Trp Ser Trp lie Arq Gin Pro Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp He Gly Tyr He Tyr Tyr Ser Glv Ser Thr Xaa Tyr Asn Pro 
65 70 75 80 

Ser Leu Lys Ser Arq Val Thr He Ser Val Asp Thr Ser Lys Asn Gin 

85 90 95 

Phe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr 

100 105 110 

Tyr Cys Ala Ser Ala Val Thr Tyr Tyr Tyr Tyr Tyr Gly Leu Asp Val 

115 120 125 

Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 
<210> 41 
<211> 429 
<212> DMA 
<213> Homo sapiens 



<220> 

<221> CDS 

<222> (1)..(429) 

<220> 

<221> siq_peptide 
<222> (1)..(57) 
<220> 

<221> V_reqnon 
<222> (58).. (429) 
<220> 

<221> N_reqion 
<222> (352).. (354) 
<220> 

<221> N_reqion 
<222> (370).. (373) 



(76) telf? 2000-80 100 

149 150 
<40O> 41 

atq qaq ttt qqq ctq aqc tqq qtt ttc etc qtt qct ctt tta aqa qqt 48 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Civ 

15 10 15 

qtc caq tqt caq qtq caq ctq qtq qaq tct qqq qqa qqc qtq qtc caq 96 
Val Gin Cvs Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 
20 25 30 



cct qqq aqq tec ctq aqa etc tec tqt qca acq tct qqa ttc ace ttc 144 
Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

aqt aqc tat qqc atq cac tqq qtc cqc caq qct cca qqc aaq qqq ctq 192 
Ser Ser Tvr Gly Met ms Trp Val Arq Gin Ala Pro Gly Lvs Gly Leu 

50 55 60 

qaq tqq qtq qca qtt ata tqq tat qat qqa aqt aat aaa tac tat qta 240 
Glu Trp Val Ala Val He Trp Tvr Asp Gly Ser Asn Lys Tyr Tyr Val 
65 70 75 80 

qac tec qtq aaq qqc cqa ttc ace ate tec aqa qac aat tec aaq aac 238 
Asp Ser Val Lys Gly Arq Phe Thr lie Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

acq ctq tat ctq caa atq aac aqc ctq aqa qcc gaq qac acq qct qtq 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

tat tac tqt qcq aqa cac aqc aqt qqc tqq tac qaq qac tac tac tac 384 
Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 

115 120 125 

qqt atq qac qtc tqq qqc caa qqq acc acq qtc ace qtc tec tea 429 
Civ Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 

130 135 140 

<210> 42 
<211> 143 
<212> PRT 
<213> Homo sapiens 
<400> 42 

Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arq Gly 

15 10 15 

Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

20 25 30 

Pro Gly Arq Ser Leu Arq Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Gly Met His Trp Val Arq Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ala Val He Trp Tyr Asp Gly Ser Asn Lys Tyr Tyr Val 
65 70 75 80 

Asp Ser Val Lys Gly Arq Phe Thr He Ser Arq Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arq Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Arq His Ser Ser Gly Trp Tyr Glu Asp Tyr Tyr Tyr 
115 120 125 



(77) ^^2000-80100 
151 152 
Gly Met Asp Val Trp Cly Gin Gly Thr Thr Val Thr val Ser Ser 

130 135 140 

<210> 43 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Arti fici ally 
synthesized adaptor sequence 

<220> 

<221> misc_difference 
<222> (1)..(27) 
<40O> 43 

ccatcctaat acqactcact ataqqqc 27 
<2lO> 44 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Arti fici ally 
synthesized primer sequence 

<220> 

<221> primerjrind 
<222> (1)..(25) 
<40O> 44 

ccaqqqccqc tqtqctctcq qaqqt 25 
<210> 45 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Arti fici ally 
synthesized primer sequence 

<220> 

<221> primer_bind 
<222> (1)..(23) 
<400> 45 

qqqqqtcaqq ctqqaactqa qqa 
[0 115] rgg^J^^fj-^^xhj 
E?U#-^ : 3 40 
ffa&g : (80) 

tfrJ K>«, Phe. Ser, Tyr£/c^JCys<7X>T*l^£rJ 
SfiE{4S : (467) 

trn r '>tt. Phe, Sen Tyr*/t«Cv50t»Ttl3&>*3- 
??&{4S : (492) 



23 

On K>tt % Phe^/cteLeu^n- K"Ti. 
EM** : 4 

: (27) 

^TS.'Ktt, Phe. Ser, Tyr*/tBCys<OC»-rn^r A 
??&{£H : (156) 

$7^Btt Phe. Ser. Tvr*/c«Cvsfl>0>'rti* s "CA 

Off*. 

??*E{iS : (164) 



153 

iEF'J#^ : 7 
ffffiffiB : (74) 

tf=3K>tt, He, Thr. Asn* A:5*Ser©(r» 1**1^*3 - 
F«. 

: (80) 

tf=a F>Mt, Phe, Sen Tyr£fct2Cys0l>?*lfr&:a- 
FTS. 

*?af4K : (2 52) 

§2?'J#^ : 8 

: (2 5) 

^T^SHi, lie, Thr, Asn4fc«Ser^)C*m^r* 
ffflEGHi : (27) 

Phe, Sen Tyr^/c(iCvs^)l^T4l^r'^) 

#£ttS : (84) 

EW*# : 9 
#SE&|g : (230) 

tf^K^te, Phe, Ser. TyrgfateCysCD^Ttlrt^^ 
???±{£S : (2 52) 

t?^ F>te. Pro* 3- KrSPlffitt^m^. 
SGEfiLg : (349) 

tf3F>lt Leu, He*WiVa1©C*"ftl*>*=i- FT 
6. 

ew## : 1 0 

ffftffig : (77) 
Off*. 

#^(aa : (84) 

^7^i«, ProT*9»4. 
: (117) 

*T5^ftK*, Leu, ne*/c«val<7>V»m^r*9f# 
E?'J#^ : 1 1 



(73) 2000-80100 
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: (74) 

to3 F>tt. He. Thr, Asn*fc{JSer0C»*rtlA>*n- 
Ff *. 

f?SE{5§ : (80) 

tf3 F>tt. Phe, Ser. Tvr$fc{iCvs(0C>Ttl^«r3- 
F"T4. 

??&fiS : (349) 
10 fl&(DW« : *ttil**^S3nrt»4^ 0 

b3 F>tt. Leu, Ile*^tiVal0>C»-r*l^*3- F-T 

: (437) 

b=*F>Wt, Phe, Ser, Tyr£fct*Cys<9C>?**lfr£rj - 
: (648) 

to=»F>W. Val*3- F-r*BJtttt3&*aft». 
20 : 1 2 

: (2 5) 

ftOf(MB:*r5-/Wa*«:««3tiri»ttl». *fc, 
$7;yB« t He, Thr, Asn&tcteSer<D{,>TtlfrV $> 

sse&h : (27) 

*7^fi» t Phe, Ser, Tyr£ /cttCvs©C>m^r* 

ssE&g : (n7) 

*r5^Mtt. Leu, Ile£/cttVal-C£>9f# 4. 
: (146) 

*7^SI«, Phe, Ser, Tyr£ tcteCvsffH,>~ftlfrV$> 
??£(±S : (216) 

f6<Dlf*a : #7 * sm&mc&kJg.ZtiX^tj:{,>. 
$7^85t ValT#>9f#5 0 
: 1 3 

40 : (465) 

EEM** : 1 4 
: (155) 

eww 1 5 

^(jEfig : (14) 
50 tf3 F>«, Val, Ala, Asp$fcliGly<Dl>Tttfr£:3--- 



(79) 
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FT*. 

gfiEftg : (39) 

f|h<DtS« : 2|Ett«i*/c»3eStiri»a(r». **S*S 
toaF>B, L«j*:a~ FT*^fi614#WC\, 
f?ti(4g : (74) 

tf3K>tt, He. Thr. Asn*A:5iSer<0lr»Ttl*»*3- 
FT*. 

ffffiffliB : (SO) 

tpa K>tt, Phe. Ser. TYr*/c5iCvsG>t*T*l*»*=»- 
FT*. 

: (648) 

tr=iF>tt. val*3-FT**Jtttt**W.». 
E5U*^ : 1 6 
: (5) 

*r$/Stt, val v Ala, Asp*fcttGlv<ZH>T*ia>r* 

Of#S. 20 

: (13) 

*r = smz. Leur&oft*. 

?fft{4g : (2 5) 

*7 2 He. Thr, Asn£fcttSer$H>T*ia>-C& 
Off*. 

fffiEttB : (27) 

^TS^Ktt. Phe, Ser. TyrifcttCysT* Off *. 30 
: (216) 

^T^SKi, valT£>9f#*. 
i3*J#^ 1 7 
??£{4§ : (7) 

tf3F>tt, Phe, Leu, Ile*/cteVa1<D(,>T*l#»£:3-- 
FT*. 

^&<4g : (H) 

ttO««:***3:*ft:i*S3tirir*air*. 40 
tPnF>ti. Leu, Pro, His*fc«ArqOl»-Ttl^*3- 

ft*. 

ffSfiMi : (80) 

t^3K>«, Phe, Ser Tyr*fc«CvsOl^rtl3&»*a- 
FT*. 

ffafiBB : (349) 

tr=i F>te, Leu, Ile*/cttVal©l>TftJ&>*:a- FT 

*. 50 
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ffi?»J#^ : 1 8 
??£{£g : (3) 

*T$yiJ5J, Phe. Leu, Ile*fcttVal<ZH>T*lJ&>r* 
??&(4g : (4) 

:£T*y^&i, Leu, Pro, His*/c«AroCDC>Ttl^r* 

Off*. 

??6E{4g : (27) 

^T^y^iJ, Phe, Ser, Ty r &Tcl£ C vs<7> I * Til *C & 
Off*. 

fffcttil : (117) 

*T$yg?ii. Leu. Ile£/c{*ValT'&0fli*. 
ie^J#^ : 1 9 
&&&& : (74) 

3 KXi, He, Thr. Asn*/c(iSerOC*Ttl^^3 - 
FT*. 

ff«E(4a : (80) 

tt3K>B, Phe, Ser, Tyr£?cfi*Cys<7X>Tn^£:3 - 

ft*. 

W&fom. : (637) 

taFXJ. Gin, Lysi tc CiGl uCDC * TilJiP fc^i — FT 

*o 

SSE&S : (643) 

tfaF>tt. Gin. Lys*y k cCiclu©l>Tn^4n- FT 
5. 

W£<&St : (657) 

t*3F>tt. Cvs2fct2Trp*=>-- FT*. 
SffitftM : (659) 

baKMl Val, Ala. Glu*fciiGly<0(,*T*lrt>£:=i-- 
FT*. 

: (665) 

fi&OtftfR : *ttStt*3rctfcSSnrt*ttl». *iSS£^ 
ftaF^lt He, Thr, Asn*/t«Ser©t>Ttl^4=i- 
FT*. 

EW#9 : 2 0 

saas : (25) 

^TS^Stt*, He, Thr. Asn* WSer^C»Ttl*>r* 
0f#*. 

: (27) 



(SO) 
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$7^U(t Phe, Ser. T V r*/c«Cvs«)t»m^rft 
Off*. 

SfiEteS : (213) 

*7Syg§te, Gin, Lvs*/c«CluCDt»'m^r*«)W 

^SiiS : (215) 

*TXsm*. Gin, Lvs*/c«ClutDC*rtl^r*Of# 10 
^£{511 : (219) 

♦rs^itt, Cv5*fc«Trp"C*9f#*. 
??S(4S : (220) 

'4crs^KW. val, Ala, GluSfcttGlv©t»ma>-C* 
ff Sag : (222) 

ffeotfNR : *r s ✓Btt*wje*hri>tti>. 20 

*7S^iNi, lie, Thr. Asn£fctiSert? 
EW W : 2 1 
fffiEfiBB : (1)..(2) 

#6E(aa : (7) 

trr? F>te, Phe, Leu. ne*^cWVal<D(r»T*l^*3- 

ft*. 

£^E{4§ : (11).. (12) 30 

£f:3 F>te, Leu, Pro. His, Gln^/cttArqCDt^Ttlrt* 
£3- FT*, 
^^E(4S : (14) 

t*3K>tt, Val, Ala, Asp$/c«Clv©tr»Ttl3&>*n- 

F-ra. 

^ftffig : (31) 

t*3K>tt, Leu, Ile3^cttValOl>T*l#>£:3-- FT 40 
^, 

: (47) 

t^ra K>«, Phe, Ser, Tyr*/c«Cys<Dt»Ttl^^:=i - 
FT*. 

fffiEfiliB : (74) 

tP3 F>te, lie, Thr, Asn£/cteSer<Dl>T*lrt>2::3-- 
FTS. 

: (80) 50 
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t?=3 F>te, Phe, Ser, Tvr£fclJCvs©l»T*i3&>£rj- 
FT*o 

*?&{4g : (87) 

tra K>li. Leu^n- F-r-SoHltt^aSl'. 
: (88) 

t?3P>«, Phe, Leu, IletE/t(iVal<7>t»m^€:=i- 

ft* 0 

ftU&M : (349) 

F>te, Leu, Ile£fcC£Val(7X>Tfta>£:3-- FT 
7?a(Sg : (648) 

tra K>tt. Val*3- Kr-SoISBtt^iSC*. 
&&i±LW : (693) 

E?U#-Sf2 2 
??£ffig : (l) 

&tE&m : (3) 

*7^&«:. Phe, Leu, Ile*fcttVal(OC»Tn^r* 
: (4) 

^TS^&te, Leu, Pro, His, Gln£ tMArcfO^tl 
ME&M : (5) 

$7^ilt Val, Ala, Asp£/cliGlyCDt>T*l;^r'& 
: (11) 

*7^i«. Leu, Ile£/tteVal<m>Tft*>>T&9f# 
??£E{i{g : (16) 

ffcDtWft : *7 5 ✓&tt*/c&£3ftT^fcC\, ifc. 

$7 ; Phe, Ser, Tyr£ fcliCys<Ot,>Tft^r£> 

: (25) 

ffiKDtWR : #7 S y'B^RSSntt^jrl*. 
$7i/g« 4 He, Thr, Asn£/cC*Sert7)l>T*l^-C^ 

: (27) 



C81) 
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^TS^SKi, Phe. Ser. Tyr£ tdtZCvs<Di,>S*ft,fr-e£> 
?f£{4a : (29) 

*7 5 LeuT£>9fS£ 0 
??fiE{ia : (30) 

*r^S(t Phe, Leu, Ile*/t«Val(Ot>m^rft 

ffEfia : (ii7) io 
ffeotVM : *r s ✓ »{i*/cft££tin>fti>. g/c, 

&&{±LW : (216) 

*7 Val-C*«5»S. 
??GE{2a : (231) 

ffeOtilB : *7 S ✓ »tt*/d«£3ttn>fcl>. £/c, 

I5?'J#^ : 2 7 20 
££{ia : (1)..(2) 

ffeotUffi : 3 tin »ttt>. *ffiS£S 

SffitaB : (7).. (9) 
#?±{ia : (14) 

ffeOlfttt : «B»**ft:»He8nn>ttt>. 

tfa K>«, Met. Thr. Lys£fcteArq<Dtf>Ttl#>£::3-- 

K-r*. 

: (13) 30 

tT3F>«. Ser^/ctiArq^rn- KTS. 
??i£{iB : (28) 

t?3F>tt. Phe, Leu, I1e<ft:(2ValO(f^tl3^«=3- 

ft s. 

ff?i(Sa : (32) 

ffiOWfg : S tin »<ct». 

F>tt, Val, Ala. Asp*/t6*Gly<Dt>-rtl#>£:3 — 
FT*. 40 
EMS-SI : 2 8 
ffiGEfilB : (l) 

f6©t(m:*T5/BI«*fc-^«Stin>ac». *fc, 
ff&ffia : (3) 

motm : *r $ ^Ktt*/c&£snn»tti». 
msaa : (5) 

teO««:*r5-/H«*^SStin*tt^. *fc. 
*7 Met, Thr. Lys£ fctiAr00t>-$*tl£>-CA 

Df#£. 50 
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: (6) 

itxDmm : *r $ -/M{i*«*3estin»ftc>. 

*7 $ Ser4fc«Arqr*9»S. 
: (10) 

ffeOtiWa : *T 5 S tin »4<r>. Sfc. 

#7$^&$i. Phe, Leu, Ile*fcl*Val<7X»-rtlJfc-C& 

&1±1iLm. : (11) 

ffio«« : #7 S ^K«*/c^fi3tin»«t*. £/c, 
*7 5-/fflKi % Val, Asp, Arq*/c«ClyC[)C>-i*tl^r* 

Off So 

E?|J## : 2 9 
^i^Efia : (7) . . (9) 

f6<Dt»« : **»tt*fc«sstin»ai». 

fffiE&g : (22) 

«2<Dtf$S : **W4**:«S8 tin»ftC>. *igg££ 
tP=J F>«, Phe, Leu, Ile*fc«val<Dt»"rtl^*3- 
FT*. 

^tE&m : (32) 

F>«, Val, Ala, Asp$fcl*Gly<7X>rti;!>>£:a- 
FT*. 

EF'JS-^ : 3 0 
: (3) 

ftOtWB : *7 ^ >>Htt5fcfc*g3ftn»frl». 
: (8) 

ffe<£>tf#B : *7 $ -/»tt*/c»ffi3tin^*C». 
*7^S«. Phe, Leu, Ile3tfcttVal<DC»rtl#>r* 

SftffiB : (11) 

f6(Dt«*8 : *7 $ -/W*5fe*:«EStin»ftl». £/c. 
*7^BH Val. Ala, Aspi/cttClvOC^Tti^r* 

: 3 9 
SfiEflaB : (231) 

ffiOtll«:*tt[W**^:ttS3tin>at*. *as^^ 
t?3K>ft TVr*3- FT*HItttt#iBl». 
E?'JS-*f : 4 0 
??4E{ia : (77) 

ffe©tt$R : *7 5 -/»**Af«sstin»ac*. */c. 
$rsyi« ( Tvr-C<fc9f#£. 
EMS* : 4 3 

mm^ : 4 4 

K?'JS^ : 4 5 



(82) 
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[0116] 
[Hffi<DH#ttSWn 

CHI] PTHrPKffW3lWiartcAMPCD±#fC»r^S«<D 
tat f-pmrPt h^y ^a->;HS(*0«l»Jja«*^-r 

P(+)J C>TftO*y#P-^;USif*fc$a^PTHrP 
(1-34) O^StfiSiiS^fflt^cKRtcfett^tt*** 
U rnmrP(-)J (Si{*;&e>'PTHrP(l-34) 10 

To 

Sit hPTHrPt h-=C:-/^P--^^!a»0«I*IJSa**7Sr 

h 0 mmk, cAMPCDmzmz^o. ttcmmz, Rm& 

HrP(+)j C^mcD^^^n-^JL/fii^^^^TPmr 
PC1-34) ©*4^tpe»4:fflt^»»CC*jW SIMM:** 

l/» rpTHrP(-)j fcfc, tgiftO^ (ta(*SO'PrHrPCl-34) 20 

To 

Sit hPTHrPt h^^^n-^ibtSi»oWjWSa**7rr 
B. IBUt*» cAMRDS*«**L, fc Sfctttttt. Stf*?S 

ffitfO .3* fcttl.O* q/mNCfcW -/ * d -^l/ 

!S(t(D^o->«4:**D-r. ft*, fgf&cfcor, rpr 
HrP(+)J l»m<0« : t-/^o-^;Ufiittt-S*rPrHr 

p(i-34> <D*z$t*mmzmi<>tcmiictov ztemztfi 

U rpTHrP(-)j fcfc. tgftfeCO^ (!S«:RafPrHrP(l-34) 30 

To 

[134] PmrP^??^|fflJ!a^cAMPCDJi^CC^T5S^O 
Sit hPTHrPt h^^^U«-^;Utnl*<DW$*J^*^^r 
0 O cAMP£D£3l**tSU */c«W«, Si<*r£ 

g#l £fc5i5 Mq/mltCfeWSS^CD^ey^n-^UCi 

PC+DJ C»"rn<D^r^^P-t-;HS»feS*"rP7HrP 
(1-34) ©**ifOi&lft*ffll^WK*cfcWSte**7n 
U rpTWrP(-)J StfeO^ (ISitaOfPrHrPCl-34) 40 

To 

[05] F7>irPteSWiffl»artcAMTOJi^^»T€>S«C0 
Sit hPTHrPt h*y^D-^;UtS*o«i{W«!i*47R-r 
Ho HUM*. campcd££S*^U SfettttK. Si&ig 
£#0.3* fclii.Oa q/mKCtett CD* ^ ^ n 

HrP(+)j tf, C»m<D*-/^n— ^;l/!S»fc$*rPTHr 

PCi-34) 0*«fttr«tt*ffil>fciOtefcC* 

U rpmrP(-)j tt, igtSCD^ <Slf*&tfPTHrP(l-34) 50 



8fB2 0 0 0 - 8 0 1 0 0 
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To 

CH6] PTHrPK?¥W«fflWWc^TO±^CCWr**«C[) 
Sit hPTHrPt h^ty ^n-^;UtS»«>«JWJ»»*7nT 

Ho mm*. cAMTO*^a*7no, afcfltttw:. in<*te 

HrPWJ « % t>m<D*y ^D-^;l/5if*4>^rPTHr 
PCi-34) O^^StffSflS^fflc^cSSSi&C^C-fS^IR^Tn 
U rpr H rP(-)j «\ (5xf*&t>'PTHrP(l-34) 

To 

CH7] PmrPK?^j»Kl^cAKiPCD±#CC*tT5S«<D 
Sit hPTHrPt h^ey ^a-^^tnftcOfflWJSam^T 

a mm*. owp(Dm±mz^L, atcmm*. tarn* 

HrP(+)j l^Ttl(D' : e-/^n--^;l,!}i^^^$t'PTHr 
P(l-34) <^**^*g«S*fflt^clil»5C^ttSIS*** 

U rpm r p(-)j « % igtftcD^ <R*affPmrPci-34) 

[08] PTHrPaSM*ffl^WcAMTO±#JC*fr5S«CD 
Sit hPTHrPt h*^^o-^taff©fll*iJja**7ST 
H. IHttt*. cAMPDSiS^L. SfcflWM*. tn*« 
[£d*0.3g 3fe«1.0u q/mlCC** W ^^^7 <D^r -/ ^ Q )l 

HrP(+)j i^rno^^^a-^ii/Ciafcfti-rpTHr 

P(l-34) <D*4^Stt*fflC»fcKK{C*56tS(S**^ 
rpTHrP(-)j (i, tgtifeO^ (fixttSCXPTHrPCl-34) 

To 

[09] PTOrP^WffllJRlSjSftfflCC^rSSaotSt hP 

PfiS^ (%) 4^L, ftftilX&n 
To n«, KKUfev?^OE»€:7nr. ft*. Sffl 

»»©V>x«:«l>fcBDItfi[>Tfta (±SEM) . 
[010] F^rPO#KiRffiil{^ffl^»T5SQcotxt 

hm». mmm (%) ttL. ttcmmt. 

^T, n5i. KKLfc-7^^C[)Ett«r7ST. SIB 
t*, fflaCDT^X^ffiC^cKHO^ffl (±SEM) o 
[HI 1 ] PTHrPO«»iRiailffifflCC»T^S«OCit 
hPTHrPt h*^^a-^il/!S(*(DIBSja**^-r0. 
HMtt. ffi^ (%) Sr^L, CfettHU. Ct(t«K4 
^To n^J. l«SIL/c-7^^<7)B5»*^To Sffi 

m&<Dvvx*mu*itmkwma (±sao . 

[01 2 ] Sit hPTHrPt h^e^^n-^;uSi(*comift 
H^WCCtkTH. 



(S3) 



2000-80 100 
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[HI 1 3 ] ttt hFTHrPt h *-/^D-^;Utn*2FS-10- 



mi 4] Jftfc hPTUrPt h^y ^a-;f;Mnf$lB3-S-l 



CHI 5 ] !at hFTHrPt h*y^O-^;HK<*15H7-8- 
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* [H 1 6 ] ttfc hPTHrPt h^r^^n-^;U^5B12-16 
-12^ WT £ PTUrPgf agtM^U > 2 A jfiLff <D7&K3MI£ 

[H 1 7 ] JSt hPTHrPt h-t/ ^n-^;US(*4B4-6-2 
[0 1 8] filfc hPTHrPb 2U-^;Ufixt*4B4-6-2 
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(84) 



2000-80100 




(86) 



ftffl 2000-8010 




[013J 



1.33 -> 




p * s 1 3 3 10 30 Qtfrfrf) 



p>0.Q5 vs PBS + saline (unpaired Men) 
ft* pXLO I vt PBS (ANOVA faitowcd by Dmnea) 



[HI 4] 



1.40 T 




*+; p>0.01 vt PBS * taltoe (impaired t-eest) 

##; po<X01 vj PBS (ANOVA followed by Ductnen) 



C87) 



^2000-80100 




■M-; jkD.01 Ys PBS + nine ( unpA e d i-ieoO 

##; poOiOl vs PBS (AHOVA followed by Dunes) 



[017] 




*-K P< aoi *»PBS + ntioe (unpefced t-cesi) 

#*; p< OuOl ys PBS CANOV a followed by Danes) 



[016] 



1.35 




+; p-cD.05 n PBS + *aliao (uxrpmred l-ta3t> 

#; P-dXQS VS PBS CANOVA fallowed by Dcnnca) 



[SI 8] 




lime (Day) 

**P<0J»1 . *r<9A5: Sfenificntly difkrat c pmpr e d wftfc fte rcttde 
txt*UA group (StHtfDff 



C51)Int.Cl/ M8U1» 
A 6 1 P 35/00 
43/00 

A 6 1 K 39/395 
C 1 2 N 5A0 



F I 

A 6 1 K 31/00 
39/395 
C 1 2 P 21/08 



6 3 5 
643 



D 
N 



(88) 



im 2000-80100 





15/02 


C 1 2 P 


21/08 


//(C 1 2 N 


5/10 


C 1 2R 


1:91) 


(C 1 2 N 


15/02 


C 1 2 R 


1:91) 


(C 1 2 P 


21/08 


C 1 2 R 


1:91) 



ZNA 



ZNA 



C 1 2 N 



5/00 
15/00 



B 

ZNAC 



(72)&^ mm «* F£-A(##> 4B024 AA01 AA11 BA44 BASO CA04 

t*^/i|i^SiftTfT^iREtiiSl -13- 2 B mo2 EA04 gao3 gai2 gais 

*fctt C itm»5£#}±gJi&3&¥F^f*3 HA01 KM5 

4B064 AC01 AG27 CA06 CA10 CA19 
CA20 CC24 CE12 CA01 CA13 

4B065 AA91X AA93Y AB01 A BO 5 

BA02 BA04 BAOS B015 CA24 
CA25 CA44 CA46 

4C085 AA14 BB07 CC02 EEOl GC01 
GG02 GG03 GG04 GG06 

4H045 AA11 AA30 BA10 BA18 BA19 
BA41 CA40 DA45 DA76 EA21 
EA22 EA24 EA25 EA27 EA28 
FA70 FA74 GA10 CA15 GA24 
GA26 



